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m m # 



mm*? v 



5 

&W (1 4 2 7 3) <Dm&, 430:1^7 V hA^W£Gief#®I^t 
^6® (1 4 2 7 3) &£l;ig8-f5o 

10 Wiir&flf 

5 ^J#< (3:4^ bTV'»& guanine nucleotide-binding protein ( 

j5>U (GPCR) 7 0^*11^1/ 

-fe:/^ — m&M ( 7 TMR) £*&ffc£;h/5o 

G gf £ ®4£{&M bir -? 9 — 3 6 ® (-# 

feU 09*.^ Wi^SSt 

20 4fc®:|8J:l*feaJ^46®9&©«ftfc bTfeafttefiilfc®#J&feo-CV'5o u 

sf-y)V\Z. «fc <9 t v ' o fcS>*r H 6 o 

#a&# ©awis^i#^® ^ <r>mmzWiM zmwir & m% t . ^ hz 

7^-S6f, ^lMG^6®4£^Mi/iz:/^--®6®<h©P#3:P fcdMci" 

mx.&, fe#©®* #<©3fc/WtV % tfc/W&^®#J® N 
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2 

jtsi-s 

5 T!)^otV^,£V't)(D^v\ 

zwn t , t 

i/-fe-7 B ^'-ne®^^j-r^T=f=^ K 7i/#=r=-* b&$h^£<*? y—= 

1//U E3jgp°g£M^t-5fc&i-te> ^l^-e^mbTV^§l/^r7 B ^-M6« 

otz. 0 

j£*F, tt, cDNAWJ 

%7l/?A.izjmfirZ>m$Ztf?£$£lzfTf3:t>frX&'9 , CO£ 5 /LT#fbtbfc 
c DN AOifrJfSE^J^Expressed Sequence Tag (EST) t LTt — — /. 

15 Kl^t£*b x ^M^tbTV^o yyADNAO*^lJW^, 

s t-wv o , ^(owm 

fc h;&X^!>/.|£l5l50 1 4 2 7 3 OT 5 /@?ga?!J:fc ^TJ^tbSr^ — Ri“£D 
20 NA^§^tbtV'5 : ACCES S I ON XP_ 

0 6 1 2 0 8, : ACCES S I ON XP_1 292 

5 2£5£tJ ; WO 2 0 0 0/0 0 6 1 1#-) 0 ^fc, 142730 / $/ / T «/ h 
-r^^fl!>ft3l* s li*Bb-CV'5r (WO 2 0 0 2/6 7 8 6 

8 -^*) o 

25 #3§BJ§^ 1 4 2 7 3 KlSH - * y # !✓ KSr^.W U -^tb^b^c 1 4 2 7 3 

Tdt-?. =*:=■;* y — w ££rg 
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t 1 4 2 7 3©rt@ 

1 4 2 7 3 AM 

mmm. mmm. s»h27 

a 2 + $t^_h#x c AMP^J&ffilfiilJx M 

5 AP^-if^fcMfcx (ACTH) ftWttlffl, J§§JM 

J&frtbcD'f V ± m&S&fmM <Jft 5 - £ £3^tH U7c„ 

£ bteWSfiSrSaafcJg^ #359! &■ 

10 [1] (1) SE?iJ#-S§- : lx iE^J ## : 3 

5 ^u< ttmcwmiBi— ©T^/»Ba^ijsr'&^ri“5Gseir* 

(2) JgJI£&£ 

15 

[ 2 ] ( 1 ) ga^J#-^- : 1 „ BE^iJ#-^ : 3 : 8 “£**?$ *b 5T 

^ b< tamCWfcPI— ©T5 /KBB^JSr^-rSGSeSt* 

(2) JlBll£Sfe& 

vm^'y K 

[3] _b|5 [1] ]) — ~ i/^^fcteJiflB [2] IB: $&<£>:**!> — 

HSrfflwr^fcftSx : is sa^'J 

#4§- : 3 £ fcf^Sa^iJ## : 8 ~C^:t> ^ / Slga^iJ £ IH— tt< 

25 (CP— ©7^ 

Mk<D&^&mk£&Z4k&fo&1t}it : €<Ol&. 

[4] (1) SH^J##: lx sa^ij## : 3^fc«@a?iJ#-^ : 8t'^^57 
5: / g&ia?!i £ 1 * 1 — 1> u< ti^RttKiRi— 07 ? /Hga?iJ2r^‘-?'£G^6®;& 

K^fc (2) 
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rt-t t 3- tc (om t (D^^m it 

1-£7=f^X h^fcitT^f =?—* h<DX? 

[5] (1) iH^iJ#-§- : 1, SE^IJ#-^ : : 8 

5 ^ /^la^ij^i^— u< tiUK^tcin— or ^ / i&Ba^JSr^r't'SGgeft# 

( 2 ) 

^ fc tt-t oig t jjgJOT^ tc t (oife'S &%mt & •& s 

h'$.tcl'£Tl/& =?—*> b(DX? ]) '——1/ ■?'&'*: V K 
10 [6] JLIB [4] |B^(D^^ [5] |B«M>**y — 

z=.isjrm*yb&m\t' T#e>*bs. sa^ij##: 1 , mm^-. 3^tcnm^m 
-P§- : /MIB^J^I^— 1> b< (DT^/USB^U 

15 [7] : 1, iB^J#-^*: 3 £fcteIB?lJ#-J§- : 8 

fc fit* <Dig£r^ tt * 5 El, 

[8] SS?IJ 1#-^- : Is SB?iJ#^ : 3 3;fcfit@B?iJ#-5§- : 8 X*^fr£fL%T $ J Wt 

20 mmtm— bv< nmnmzm — <dt 5 

^b-v*, 7 '>k-'^, mfcpmm, m^mm 

MS, ^laikS, WiWMiK $^i>S, ‘I4$£SI^W, flGlii, j]G?^S, 

Tmtmmmm, as, lait^nt^, mmmm, {£«s, wv 

25 =¥-, mmmm. m&mmn. ^i/*y>Mks, iiSifiijss, *f 

fas, utttsiisi, jji^fp, m'kmm, *&&s, 

(#{-, i^jjiJkS, ig^, 

wimmt, ^i>s^fc^L'0®s) (D^B# • 

[9] IE?iJ#-5§- : 1, @E?iJ#-*§-: 3 ^fcteIB?iJ#-5§- : 8X 
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5 

% u< nmn^m—<DT ^ 

sejt*fcfi^oSI^ 57 ^^ l'SrM'UT &£>:* h v^WM® 
3!k vMST^k ISA® 

5 w*»fwaj£fcw>r v i/Wrfm’mn, 

5 [10] SB^J#-^- : 1 > IH^i## : 3 : 8 -e^fc>£*v£T ^ J 

m&mtm— 1 > u< tension — <dt 5 /Bftia^JSr^-rsGsejt**® 

kt 7 p ^“I 6 ftfci±^Ot(^t?>T^^ bfc^LTfc 5 BW&fC#iJ 
ifc/JvWE-^ (ACTH) 

[11] MH^iJ#-^- : lx iE?'J#-S§- : 3 £ fc : 8 $ / 

10 @?ih?ij £ m— 1 > u < tenser *- in — <07 % / gjaayijsr'&^ri-s Giet^i 

1/ir :7°^ — ® fiftfc fci-t tfl&tcSH" tr^T UT^SACTHg 

£JH^x ^y'W^3Sx *S^x m-fbtttftaiFx « 

^x !ft#®Wx e^i^x ^^x ^«i> ^Jkffx 9 v^rmsmint. 

15 [12] @B?iJ#-*§- : lx SE^IJ#-^- : 3 ^fcte@B?lJ#-5§- : 8 -Xr^fr&th&T ^ / 

mmm t m — b b < ttnsrttfci w—(dt ^ / saa^isr^-t"* gi&imi 

'>^x Tv'K—v'^x l£&?Pl# , fePi$x ttF^WWSx Me 
i^agik^Ex W)WM\V>. ^5>L'3mx foffiSOSx 'IMbEIMx flfi^x 

20 ^x rmimmmm, m. mm&&. m&m. -r ^ u 

wv^T— x JJgfl 5 #*®x *teJS»Efrx « 5 >r V ^Jk^x ^JkJ^-lMx 

]i5ffa3ex ^^m^x jhasiiTx mm&mmmw. n*mm. *g 

■&m. tg^x ffit^x t 

<o fortfommffiwmmvmm) <d^b • 

25 [13] SE^iJ#-§- : 1 x ga^'J#-^ : 3 : 8 5: / 

b b< te^nr^m— <dt$ 

^Hfifi^Jx b <D 7 V ± n — /v^ffiai^Jx Jk4> ^Vv-fe n — 

flSl»^IWKiS!l*^r±^ U v^gijL^iS^Jx 
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[14] Sa?U#-5§- : Is 3 : 8 -vmio£tiZT 5: J 

^gB?iJ£P— bV< (OT^ y&gam-£^i“5GS6®*«3! 

Hz:/* — h£'a : tbT&5IiJW£: 

KjW»*/V^e^ (ACTH) $Hfc{6iS3!k 

6 [15] : 1 > ga^ij## : 3 : 8 5 / 

^SH^iJil^— ^b< / WJ5:tft5Giaf*tS 

tj5y^-^^ x y rv h“ y w 

mm. &W3ZW&. ffi&mi&mm#, k-v^ 

io fllfl* 5 lUJ^JJTifc. «ttfffl*. JJfE^> AWSt 

3^> jfcflSW&ffcs 

ssifisi^N^ s&bbs* 6ifoJ§> jgt£y^ffi> 

®JW&»J®IbSS^ ACT 

H^4A^tR3E, mtt&. M0, mm#:, mvimm, mm, iirw^- is.it 
15 I'i.T'J"? 4 y^r'y — 1/ a y & <O^V5 • iiaWM, 

[16] i$itfb^£ia?ij#-5§* : ^ m^m-^r: 3i£tnzmn m-&: s x«mz 
fo&TS. /WMZMtm— b L< ttUSWmp— 07 5 ySftga^JSr^^-t"5G® 

(#J> cho$ 0J3&. AS/ffifflui^ a 

tT-2 0HiR 3T3— LljMJfe) a 2 + 

20 »£Jb#8H4> rMJ5Srt c MAP^i — ^<D V i'BMbfc U 

<tt*£tkffc, BJW&SWU*^/^^ (ACTH) ^y*fea— /u 

[17] ga^ij*^- : 1 ^ ga^ij## : 3 ^fcf^iB^lJ#-^- : 8 tf Stl57 5 /fift 

mmtm— b c< r±n«»fcpi — <or % / gi ei 

ir? 6 *— ^6®^ b< 

* b— S'** 7'>K'-'>7, St^SIWIlRSW^ ItrJiciJpiWiGE. 
SfiHSI&G^ WaM.HM.fc, afcCriE* *L'®5 MIn JESS. JESS 



25 
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iii»*tex mmmm. m i mmw, ^ v ^stm. mitmm. 

iff ase % mm&mmmw. m&mw. m 

mm. mmmt. 

5 [18] mPm-%- : 1 > ga^J#-^- : 3£fcteSE?lJ#-5§- : 8 X ^£tlZ>7 $sm 

±7‘?'-m£Wb b< K^fett-t©«[Sr^U-C3&5^ h 1/ 

fj ^ y ir a — /l^J&MJ£ik lfo.4 3 Cl —/MST^Jx 

mmtmttiMft&tcte'i y 

10 [19] IB^IJ#-^ : 1 x IB?iJ#-5§- : 3 £fc teIE?iJ#-5§- : 8 T*t$il5T5 / Sfe 

iH^ij^i^— t ©r 5ysiBa?iiSr'S’^ri-5Gse®*«MW' 

fCi»*A^e^ (acth) 

[2 0] SE^J#-^- : 1 . SB^IJ## : 3 £fc(3:@E?iJ#-5§- : 8 XMZtl&T S / life 
15 % b< <PT5/fife®3^J&^^^5Ga6fC##MV' 

K&fcte^cD^&^TUT&SACT 

Htai, * mp&m. 

mmm. mnmm. e^Pix m^m. *£»&&&. ^skm. ? 

£fctegim&SC<a^g<^|£ • tMft L 

20 [21] ia^ij#-^- : 1 ^ @a?iJ#-§- : 3 ^fcfiSE^lJ#-^- : 8 xm £*l5T 5 

sa^iji: in— *> b< i-ot $ y iftSE^jsr^^rfSGseir*®®^ 

-fe? 8 * — K& = — Ki-SJ^y ^ KSrMT 

WHtMl^x Srb—'>*. T's 
K—v^x «P^?S#S»W. rtffiJfiUEx »J«tex 

25 8fcD^ fo«5«Sx ttifttBRS. IB«f, IE«H£, TMHWtMl^tfx ^ IBH^ 

=giHE# % m«x ©jk^x a y wv^— x Ji^sttx JHJte#^ix 

arttaasiCx Si>r y ^jfD.3mx ^jfc-^x iffaSx b$ 

ffFx iiillifx m^3mx ^^®#x ^^:^x 

(#iCx m^m. ^iife^x be^x mmmit. 
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mmm) • mmms 

[2 2] SE^IJ ##: 1> : 3 £fcteIfl?iJ#-*§- : 8 ”e^$tbST 5; y & 

ga?ij £ n - l < tenn w }cp-07';y mmm sgis u 

K£r=»'- K-#"5#y K^"af 

5 -rs^y 

a — ifc* ^/lHz n — /MKT*!U V* V 

[2 3] IB^IJ#-^-: b SB?iJ#-5§* : 3 ^7cteIE?'J#-5§- : 8 -C^&*l5T5/& 

sa^ij t in- - *> l < ft Km—<DT^y sgis ® u 

io KS:=*— K-f-5# y K«r£^f 

-f^zKy (ACTH) 

*WM*!U 

[2 4] iE^iJ## : 1 . SH^iJ#^- : 3 : 8 X ! i^57 ^ / Bfc 

gH^iJ^I^— %b< teHJfftfcl^— (OT5. ySfcffi^J&^^i‘3G*eK#4fcMV' 
i 5 k&=*— Ki-5tf y * * KSra^r 

y Vtf K^t ACTHlili, Jftlfe 

3m, mmmmj&nmm^, $tF#k ert«u mk 

m, &&&£&* ffijfiUb, ^ v • f& 

Sfcfck 

20 [25] gH^lJ#-^- : 1 . SB^IJ#-^ : 3 £fcte@fi?iJ#-5§- : 8 V&£ti ZT 5; Sm 

K£r=* — Ki"^)#y K3raW 

i- 6 ^y V'^-^ K&^^bT&s$fiii<#k wttftiB!#* 7 f'-^> tv 
k— v^, ffijigjihj^ mmmt, 

25 fommm. ^rnmnw, je*u ra-s. m, ieh^ 

mmmw, ^y^y vr 

n^y^yyjfiL^ i^jfoJt^ iffa^ 

Jflk JM!£, StePtW, $E£S, 
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[26] IH^iJ #-§■ : 1 , : 3 : 8 5 S Wt . 

k^=— ki-s# y ** k&^t 

•*“5tfy **!✓*-?■ h i/*<£>^®r#Js 

5 [2 7] iH^J#-^- : Is ia^iJ#-§-: 3 : 8 T?^$*t5T 5 

Bamna— fc b< liHI^Iui-07 $ / B&ia?« Sr^-T SGI6 $t#&m u 

:=*— hi-s# y K£^r 

t-s^y^^wtf-KmtT^sACTHiMis j&ste 

jes i»m^s ep«s 

10 P*s i^Jfiiffis B>JW&St0>3S*&s y ? 

y ^ h — t^^-s y ly-^y^i&s 3 Su££Es w^.i&s 

*Mf3fc"»Ss jwnsp»ffi»Biife, -y-zv^-r k— T*£^ rastejw»ifc* ?ft® 

I^^oliim, HJjfeffHfcs Si^FFI&s ffRU^s 

smwsm ^ i ^ 

15 Slfc&feWEs ^Sftfis SifiL^s AttiftttlJWife 

»JW£»fiN5!»* acth# 

mxmm, mmm, mm, &m&, mmm, m.m, iwr^-tfcttr 

[2 8] ga?ij#-5§- : Is SH?!J#V: 3^*ittE3?!l## : 8 -C^£*l5T ^ SWt 
20 sa^atra— t> b< r±assw<jii:i*i— 07^ /KiB^jSr-g’^ri"5Gsesf*ttSi^ . 

t^'-$ef'J)U< K4 fcte^e ©r&fcafri" <5 ^ b 

mmmmm, t*sy~$s*, mmm&mmm, m 

m^iwaMs mmmit, m^m., ttwtBPt 

$s Ms ie»j£s rmimmmm, m, tam^mw, mmmw, i&stm'm, 
25 >C Is* y VT Wl"=¥— s JJgJJfi^'&s 5eJte#^is 3#ttiS?ftSCs r^ y ^ifejEs 
mi, MFFAm, ^Sfs ms^tgi^Ws m^s m 

^i^§s m*m. (Wfcs m^j£s 

M^s i ^BS-m^Js 

[2 9] @H?IJ#-^- : Is ia^ij## : 3 4fctegB?iJ#-S§- ; 8T'g^tl57 5yi 
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mmtffl— b< e>T ^ y&SB^JSr^rf'SG 

-efts* bisxmwMs u 

n — ;V±.WM, y ^iftlSSlSiJx 

5 [3 0] @B^iJ#^- : 1 , ga^ij#-^- : 3 : 8 

sb^u^IrI— t>u< ri^icw^Pi— ©r 5 ysfesa^JSr'&^rt-SGseft^ttiiu 

•ty?— mswb u< ks tz. com^tt-r z u 

-CsfcSSJW&TOliaf:^/^^ (ACTH) 

[31] SB^IJ#^- : 1 , iB^iJ## : 3 : 8 £ tbZ>7 5. S Sfe 

io sb^ij £ i^— 1> u < t* .mt &) izm—(DT^y mmm sgis u 

— left b< tZZrtDto&^T- F&fefe^<DmzMi-5l7ift&*aWV 

*OfcS«t£BMisy *-^x Mt^yr-7 h— 7='^. y ly-v^x 

g&fcg, w^Sx t^=>y k-^x v&Mk 

mw&B#:, et^tiycM^x tefl-Soi^M&ttJJHfcx iteir^x stttfifcx jjt 

15 flK£ % |«, 5fcfg#®Sx #ISttig-fMx «®H>S#filfcx 

SgjfltelMiU ISW^jEx $?»§x S^^ftifiLx SjfaJfx JStty^ffltx 
feteStelW&S^t&^x g'JWtttff^Px ¥ a *- <£ $ m 

m, ACTHwm ?»x mm tu 

/^-*fctt7t7-f9^>“'y3 i/ y • f^^iJx 
20 [3 2] ia^iJ#-^- : 1 x @2?iJ#-5§- : 3 : 8 5/^ 

m^itm— i> b< ym@B^ij^'a^-r^G^e j »^Mi/ 

— sett b< 

-Cft-SIfSc#^ WUFffifiEWx — '>^x T'S K— '>^x It^tffWISW^SFx It 

lifg, i^JJsJfnJmx SfcllfaSHk SfcL'jSL <L'«&SSx Millie 

25 ^x «s ra^x Tmmtmm, ^x IBtt^WHSW, WWl£#x {SifiL^x 
^fy^!)y7 wi^-, JjgJK#i4. flUft^Hx x S5^ y vjfiuSx 

hsffa^ #+i4iiJ»^x ii/»iifx ^M^ittgi^Wx m^x m 

[3 3] SE^J#-^- : lx SB^IJ ## : 3 * fc (iSB^J#-i* : 8 Tr^ttST 5; / 6g 
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[3 4] SB^iJ#-^- : 1 x SB?!!## : 3 : 8 T^$tt5T 5 Tgfe 

5 sh^ij £ m- i> u < #> m k— © r ^ j mm$ zgs& mz&M v 

t*5ACTH!41i, ^s/VVT^x J&ffeA 

#-fb#»j&x #&#3x 6 fWx mftw. ^jfo-ffs * v 

io y &&&* ^,W3c<tex f* 

/vn^ K— v*x t7^A/l4Pfl1Wffi§$l&x *fc#ifc*dl§i&x fltft- 5 
HMJjTifcx {ftttfffUK ISWtt&x 3c*«*t«fex #3§i<»fb^x 

SfcSBPix S^&teftJliLx 

eik^, aH4y^«, nwwti, & 

is ACTHmm S^x ^Jfifcx # 

#^^x ^iHx ^r!)T wv^r-^ fcttTi-7 -f 7 ^ V— V 3 7? £>^®r£»Jx 
[3 5] SH^IJ##: lx SB?lJ##: 3 £fcte@B?iJ## : 8 T?£$;h/5T 5 T fife 
iBJiJ^IH— fc b< f^HW^Jt-l^— <£>T^ yBfeBB^J^^r*t"5GSefif*®M^ 

K §:=»'— Ki“6^y Klrtf 

20 -r^Jjfy %? K£4B#ft*^SB?!l$fc»«<0-- : asSr^UTJ&SaKy 

*? va-?- wm&mm, t i>— v*x tv k-v^x 

ttf^Pftt»fflfiE#x *t^S»ffix Jif^fiflHBSjSx i^fliifiL^x SbJD*ffcx ^L'^x 

-L'ffitlx &8«&l*#x lEfilx «i, TS#8M®tt#x ^Sx ««##*», 

#M^x fiill, V V^y vr v/v=¥-x 0B^Sttx J3§flfi#3f x 
«x i^AHiiEx Iff asex ift E f 3 teJlSJ»££x JIbMJFFx fi&s 

£«MBHt#x JM^x JR£Mt#x tg^^Ex »W^/v^ev©^»|fiE#^^:W:Riai 
&ggj& (#K: % tg^3£ % JJE?®£ex t t) <7>W • ?n 

^Jx 

[36] ga?ij#-s§- : 1 x SB?lJ#-§- : 3 ^ /tttSB^lI## : 8 757® 



25 
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mw t n3 — b u < khh — (dt % y maw &nr^t- 3 g ^ 

- K2r = “ K-r^^y K&^T 

-r 6 # y J* ^ K £ * 0 *tBJ £ fc «:■£<©—& Sr-a^ LT ft 5 y 

5?^ WK^ftT^ST, bu*8ifil5*!k i?P'-/V±. 

5 Jife{J&i8k Jfc* n -yv_t#^J, fc W>f l"* y 

tt*U 

[3 7] SH^IJ##: Is IS35WI-: 3 £fc ttBB^J## : 8 T^8£*u£T ^ ^ 

IH^iJ^P— bV< (DTS. /MaW&'aWi- ; 5Gm&M&®:Ml' 

K&a — K*t"S^y ** K^r-a^f 

(ACTH) 

[3 8] iS^IJ##: 1 % IH^J#-^ : 3 tilt naW^ : 8X*m&tl ZT^Sm 

mwtm— t>u< /maw^^ir^>Gm^^st^ 

:=*— Ki-5 ^ y ^ ^ K&^T 

K£^WUT&3®tt§lfii5y ^#-14^ y \"—y s y^ > # 
y d-a* 

=*>r k-v'^, 

g&omttME.s Mmm 

20 mtim, nm^rnMn, igjkteftjfiu mmmL'pfe, rnmn^ &&&&&&&.* 
sj tufas ntyv/m 

£AK:J;5SH4l!BSfc3Sffll£, ACTHi^kKIiSm, &m&s m&s # 

$£H, il^JT Wl 'f 7 ay? <D^P5 • ?&S£ 

»u 

[3 9] ia^lJ#-§- : 1 , SH^IJ#-^- : 3 ^fcfiSE^J#-^ : 8 

aw tm—bv< &mm «j um-or^y mmw %^-t sgis n&&m ^ 

(dwa^j- k c -ozmA £r*t *n £ * 5 i £ fc r± • -t 



25 
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g, BE®, BE®5&, SB, DM 

§&, 'fy^y yr wk-, BgM^tt, BiB£#lt, ftt&itfKfC, ns 

^fy^yyM, ?i5ik$t^, ^ffa^ i^ttBiBfrS, BgJftBT, 
p$$ % HMS’jGe, JS^PStS, *&£*£, 

5 mx-> ffiBgjk^, be®, mmmt, m^&.'^it^mmm) <v^vs 

• ifrmm, 

[4 0] SH^IJ#^-: 1, IB^lJ#-^: 3 ^fctegH^J#-^ : 8X mtStlZT^ SWt 

mmtm— *>b< tenser p— 

t»j, :/* y 

[4 1] SH^IJ#-^ : 1 , ga^ij#-^- : 3 £fctegH?iJ## : 8 vm£ti5T 5: / gg 
SH^IJ £ ra— 1 > L < tt^JC l ft m IS!— 0> T 5 / SfcSB^J Sr'a^ri" 5GIS w 
± -7$ — § 6 flt £ fc tt-t K03§m*£*tfl D £ ii: 5 lb'S'^£ fc Ji-t 
15 (ACTH) 

[4 2] Sa^J#-^-: 1, ia^J#-^-: 3 jfcfctegH^J## : 8 $ 7 g* 

ga^ji^i— 1> u< oT5yi6BE^iSr'&^ri“SGsa»*®sii^ 

± y*? —m ettfc s 'fb##) ^ fc fe-z 

^yyym &&&, 

20 «aw&^, shawms, »gas, •***««, 61 * 1 **, »rtRf, 

ifiSJfoff, y y ^V'^«»^fcriBJW,Sao*Sffio a P > B& • ?ni^J, 

[4 3] gH^iJ#-^- : 1 , iH^J#-^- : 3 ^fcfigE^iJ#^- : 8 

sa^ui: iwi — ^ u< teUfCiMn-iisi— <n>r ^ y & -g-^r-r 6Gia ^ 

25 <0£*^LT^«Sgfclpf, »»!&»$, *“ Tv'K'-v'^, 

^BgifiUm, *BBJ»fb, afetoSS, 

m, mstsuw, be®, be®3$, rmimmmm, as, saitgsws, p« 

Be, {S«3m, JlsxV '^T wv=¥—, Bg^tt, BiJK^fi, -IgteM^SC, 
^y^yyii, ffijkSfi^, i^FFAJS, BIB&BT, 
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(^(c. U'km. BEfiam, t 9 :b*trtlWBfi^*MBE?i;£) (D^m • f&J£S!k 

[4 4] iE^J#-^-: 1, 1H?IJ#-S§-: 3 : 8T^^tl ,575/® 

@H^iJi:l^— t>b< 5 /SfcBB^J«r^^*Gg6R^S»V' 

M^wrasau liafeJUBia^b^^y-feo— /I'&jfctestau 
n —A'jtum fetter ^ y 

[4 5] IH^IJ #-5§*: 1, BB^IJ## : 3 £fcte@fi?iJ#-§- : 8tS^ti5T5/® 

ia?ij£ i^— 1> u < ttn^ctttepi — <07 ^ / miE^ij^^-ra Gget*M^ 

(ACTH) 

[4 6] @a^ij#-§* : 1 > E?!I## : 3 £fctefE?!!#-§- : 8T^$tl,5T 5 ygfc 
mwtm— t> u< riHiwtKiiu— <dt$ 

±y?~m& M& fc »± •=& 5 fc ^ 

y !&&£, k— -> 

mtt- 5 mmm, 

1H4BTIfc> BTEf^s J®W®t2fc> 5fcfS#&^ #3814«SHb^ fiaE0«30. 2£ 
»jfiL«i«jiiu H^F&te«Jfiu SJfiL^s 

20 JBtfey^ifi. BBWSiSBE^s 

ACTHlIM&fctlaiE. M0, AM #ks Ift'tfM&s 

MMT WV^- 3c 1t\i.T^r'7 y( '>“ '>3 S' ^ <£>?•&> * tn^^k 

[4 7] 1, Sa^J#-^- : 3^fc 

tega^ij i## : 8tt^5T^ msa^ij £ pj— 1> b < femwmcm-(DT ^ s 
25 msa^'J &1s^f-i~ &Gm& M i/i? — S S fC<?) '> ^■*vi"g&fkJ i fl ±f 3££iJ > 

[4 8] mmffi. wsmbw^ T'>K“'>^s is»#i#ap*#x 

P$$ % BE^I. BE^^, {SifiL^ 

Ms >f y wvdf— , BiB^#&> ssttissif, ?ak y ^ 
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lfojE> iFFAi, 

mn, ^ijfia.^. ibsu W)mmt, <D^m-?£Mmx 

fc-5±IB [4 7] ^bm<dm. 

5 [4 9] mjVjmj&fabnyy-tev— 

-fen— M&TM, y*V yb&mMUMX^>h±M [4 

7 ] flB4Sc<£>$k 

[5 0] (AC TH) ^'^]MJt?fc^-hl5 [4 7] fB 

m<nM. 

io [ 5 1 ] a c t umoemMs 9 v yy^m, 

yy^rnmn^i-i [ 47 ] isico 

%k 

[5 2] (ACTH) [4 7] 15 

15 m<o% ij, 

[5 3] (i) @H^lJ#-§- : 1. IB?lJ#-*§- : 3£/cte@B?lJ# 

-5§- : bb< 5: 

(ii) ga^ij#-^- : 1 > SB^IJ#-^- : 3 £fcteiB?iJ#-^ : 8 5 /BfcfB 

20 mtm— &u< y^@a^j^^-rsG®ea*®Mi/-fe 

KSr=«— Ki"5>Ky KSrS^ff 

Tfcfctt (iii) sa^lj#-^ : 1> SB^J#-^ : 3£fcteSB3« 
-§- : 8 X& 5: J ^ga^ij t PI— b b < telHSCtfH-PI-OT 5 / ^SB^J^r 

25 'rb—y*. ryv 

— >^ N grm?P§#&p$$ % Sr^lEWE* »^#S#USEffi, iiSJigjfiu®, SfrJMHb. 

iL'jKfiKSs «S»fBP«, aafll, TMstt&tBP*#, «. ©It# 

#Me^ tejfaJS-iE. 4 y * v yr wi^— % J!ia&^t£ % j!iafr#£St. 

H&4 yx V ysk0.s ^FFAi, 
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(#{-> i^uiittx m. m mmt, m^t.tdt>i> 

(D^&5 • 

[5 4] (i) : lx : 3 

5 -*§-: yMMPltm— b L< ©T^ /MSE^iJ^r 

^ mi~ 5GI6 wi? ~ ^ S «, Z K * tc t±*€: ©*&x 

(ii) SB^IJ#^- : lx @a^iJ#-^- : 3 ^fcfigH^iJ#-^- : 8 X*m&tl2>T ^ 7 Sfe£ 

7 p '?'-M6fCi£fc{ K«r=*— Ki"*# U K«r£^Tl“ 

10 6tf?y Kx ifefcte (iii) SB^IJ#-^- : 1 x SB?iJ#-5§- : 3 £fcttE?U# 

# : 8-cm£foz>T5. swmmtR— 1> c< ©r 5 /sfeBa^u* 

b ^^w«i*fex smm^h(D^v± 
t=‘-^^fife«i«!l^*fex JkfmP“/HST^fex 
15 :/* y 

[5 5] ifLStl^tTx ( i ) BB?!l## : 1 x : 3 

■§■ : 8-es$ji57? y^sa^Jtin—^ u< <£> t ^ 
Mt?>Gief*fI^ty^'-$Sfx K^fcti^rCDi^x 

(ii) iB^iJ#-^-: lx IB^J##: 3 : 8 T^£*b5T ^ /S£SB 

20 ?IJ£P— *>b< 07^ / ^lEJiJ tS GI & f MS Vt 

K£r = — Ki“5tf?y KST^fi" 

£/tfy 5*.? Xsir^f- H\ £fdt (iii) IB^iJ ## : lx SB^iJ#-^- : 3 ^fcteSE^J# 

-§-: 8^$tL5T^y^@B^j^iii— t>u< ttitftWfciRi— iDT^ymnm^ 
ttt5Giet#^Il/t^‘-IS®^fc|j: ; e(D£l^t?»T= f ^^ ho 

(AC TH) 

[5 6] BtfLSJj^^^-bTx ( i ) @E?IJ#-S§- : 1 x E?!l## : 3 

-§- : U< WcHJfWmiSI—OT^ 



25 
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(ii) 1S?IJ ##: 1. 3 : 8 $ / ^SH 

m t m — b u < fenn&} k in — <o r ^ ; ms&i z> g m e ^ 

KSr=**“ Kf K^r^tt- 

5#y;*^W^h\ (iii) @E?iJ#-S§- : Is SH^iJ#^- : 3$fcf*&7ll« 

5 -i§-: 8T?^£*b5T^ b< teURfftl-in— ' ^T^ymga^iJtr 

t^MS4t5ri^|[it5ACTHli®i, * jy^V^Ss jfi^ 
^tt-ffllWStMMB^s $tm#is ¥t#Pi$s fifWs *fcrt#s 

ifcjfeJEEs ^ 

10 

[5 7] Pi?LttJ^l^bT, ( i ) IB?iJ#-i- : 1 s SE^iJ#-§- : 3 SEfcteSS^J# 
■§■ : 8Tt§H57 5 /^Sa^iJ^lRl— &b< ©7 5 y@ffi?iJ£r 

seifs <£>&»- 

*fri“5#i;#s (ii) ga^ij#-^: 1> SB^IJ#^: 3 £fctegH?iJ#-5§- : 8 7?^£*L 
15 575/ S^SE^ij £ 1H— 1> U < t^~©7 ^ / S£SE£iJ Sr^Ti" 5GIS 

K£r = — K-t-S^y ^ 

^ KSrg^ri“$3tf y V';*-^ K^+S ; lt^)^±&SiE^J'^fc{i ; e(7>— ^S^r'a-^f b 

T&Stf y** V'tf'^Ks (iii) IH^iJ#^-: Is SH^J#^ : 3 SEfcttBB 

20 ^sr*gr^r-rsGse«*«aU'*fe^— ief^^ii ; e©tW57y^=f 

ilr#f HflllfWs Srb~'>x s 

7^k-^s ^m^W3£s #m#f*Hfflifi!s 

st^s m^m . s 'L4®i, ttiin, rw. rw^s TSf«t^i^#s *s 

sait^w^s m^^s -r y wv=¥— s istettts flBiffi 

25 ^s Mi^SCs ^jfiL3Es i«jfiL^0s Iff aSU 

mx.* &&&, ra^s t v 

) C D^®5 • s 

[5 8] BtfLSb^l^^J-bTs (i) Sfl^'J#^ : Is ia^ij#-^ : 3 ^fctelS^'J# 
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*> b< (dt% ymu^ 

^i-5 G^6M^£Mi/-fe7 P *'-S6fC. 

^•-r-5^. (ii) iH^iJ#-^: 1> IER1## : 3 : 8 T^$*l 

5 r ^ y ^iE^ij t m— b b < 5: / ifeiE^usr^^r-f s gi e 

6 Kf 1/^- 

^ K^r'ca^Tt' <5 y 9 \s'3r s f~ K i oP^r^T^ b 

(iii) Wffltt : 1. SKR!## : 3^fc«@H 

yu 5Gie <Dmz.%irt 5 r ^ 

[5 9] ntfLWj^^b-C, ( i ) SE?iJ#-5§- : 1 , iE^iJ## : 3 £fctefE?iJ# 

■* : 8x~mistiz>T % ymmmtm— i>v<fennmz.m— (or^smsm* 

15 $6f, 

St-fSfcifrs (ii) SB^J##: 1* BB^#*: 3£fcttB3^#^: 8^&*b 
575 y^iH^'J^I^— 1> b< £>T^ J g&SE^iJ^rc&^-fSG^fi 

Ktr = — Ki"S^y ^ 

^ KSr^^ri-5^y 5? ^ uJr=f- gp^r^’^’b 

20 V^K> tLtctt (iii) Sa^iJ#-^- : 1. BE^IJ## : 3^fcf3:SE 

pm * : 8tf$n5T5 ymmwtm— b b< «nswfc:ra— or ^ y^m 

tat ^ 

[6 0] ( i ) IH^lJ#-^ : 1 % IE?lJ#-*§- : 3 S/ctegHJlJ# 

-§■ : 8-e^$^xST^ *>b< 07 5 /^@B?iJ&r 

^t5Giai*tiwt^^-iai, K^fc^^f- 

STTS^s (ii) sa^ij#-^-: Is @E^iJ#-§-: 3 £fcttBB?iJ## : 8T?^£*b 

5 T 5: y ^SE^IJ fc ia— b < teUffftJ in— <D T 5: y ^IH^IJ 5G16 
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^ £B£ra-^rb 

y ^ y X/^r^ Kn (iii) iE^U#-^ : 1, SEJU #■§• : 3^/ck£i§B 

?iJ#-§- : 8-C^$n<5T^y^iH^lJ^IH— ^u< <*>t 5: / mia 

5 ?o 5 G 16 nr ^ -m e ic ^ fc (Dm^n-r z>ri/?=r 

^#14^ U x 

y 3&&^ was*, 

-yvy=^ K—n*, 

utefim, mmm, iik, mmm^, 

10 mtM, MMtiBMfiM, MMft&MW-s ^ifitfkftjfiu mnMM'PM, 

s^JMiitjfiu &«§. bjw4 

wvtmm&fczzmmmmmm, acthwms, mmm, 

&$* &#&&. &M, MMTU/\'*?~-&tcfeT’r' 7 '( yic'y—iSB 

y V (O^tVo • VsWi'fc, 

15 [6 1] StY — '>X n 7'>K“'^, H^IPt#®WE£Fs 

mmmmmm, iWBjfiLie. mmmit, &*bm, >m&m, 
mm, «> iBWffi. rmmmmm. m, mm^mm, mmmm, m& 
m , ^r mmmn, y£teM$i«, ^y^yy 

jfcym, iSFF AM, JJBJfeJFK f&5 

20 m, m'kmm, fc&m., j m^m^><D^mmmmtc.nmn^MB (m^, #s 

m-Jpi. HBtfiU WiMMik, • ? 6 i? 3 iJ£r 

( i ) SB^IJ#-^ : 1 > SE?iJ#-5§- : 3 ^fcfiiH^J##- : 8 
y^sa^ij^l^— *>U< fiHfltttfciEI — <nr % /ilS^JIrtftSGI 
aiMiytT”^- iei, (it) sh^ij# 

25 # : 1 . sa^ij## : 3 £ fc figa^J## : 8 7?^ $ *t3 T 5 </ £ ID— 1> b 

< ^mei^ tc i*j — cot ^ y g&gayij zisfct zgw£ n& t-* *-§ e ft 

KSr=*— Ki'S^y ^^-5=- \s 

*^b\ Ultti (iii) wm ##: 1> SE^IJ#-^-: 3£fcteIB?lJ##: 8tS$ 
tb§T5; y^SH?iJ^(^I— b< <or % /MMm*^mirZ>G : m 
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[6 2] ;* h wmphbsbu v± fflftu sk'py^ 

-fen-zMSTgik T'* D 

(D ( i ) ga^ij#-^ : 1 x ME^IJ#^- : 3 : 8 % 7 6ft 

5 ih^ij m— ^ u < ttHfCftmisj— or ^ y gfcsa^jsr^m-s Giei«v 

'tezfp'-m&w, (ii) @H^IJ#-^-: 1> SBTiJ 

#-S§- : 3£fc«:@B7iJ#-5§- : 8 £*t5T ^ 7 SftBBfll £ P— 1> b < 

IH— OT $ 7MgB7iJ£^1~5G^6IC^Ml/ir:/7— 

#^7^ K£=t — K^ra^ffi - ^ D ^7 u^-=f- h\ i£.1t 

10 fi (iii) ia?'J#-5r : Is BB5U## : 3 ^fc^MB^J#-^ : 

• ga^Jtlai— t u< <ot3; 

•fe7 p ^— 

[6 3] (ACT H) (i 

) SB^IJ#^- : 1 > SB^IJ#^- : 3 ^fc^@B^J#-§- : 8 SWEffl £ 

15 i n-t>c< n.mm.^n-(Dr ^ 

-^£Jf s (ii) iB^iJ#-§-: T SB^J#-^ : 

3^fcfiiB^iJ#-8- : 8 -eS$ti57 5 7@£IB7!J£ m-*t> b< © 

^ KSr=*— Ki“5*K!J ^7 \sHr*J- D & 7 h\ (iii 

20 ) SB^iJ#-^- : 1 x IB^ll#-^- : 3 : 8 XM&fo2>T $ 7 S£@B7'J £ 

-$6f^t57 7=.^ bofelB, 

[6 4] ACTHlifii, 7 y*sl/#\ If, ^KSfeJilio 

IftSUpi* SrtRt* *&F*3H^ iftjfilffix 7 7 

^^^S^g|»^fc»4iiJWAft©#*S©T s, B& * ( i ) IB 

?ij#-i§- : 1 > @B7IJ#-^ : 3 ^fc^SBTiJ#-^ : 8 X^&tlZT 5: 7 ^S37'J £ I*?!— 
b < (OT % 7 $®B7iJ3r'a : #1~5 G^ ^7° 7 — S 

(ii) @B7'J#-^- : Is S37IJ ## : 3^ 
fcfiiB^iJ#-^ : 8-C^£*l,5T^ 7^iB7ii^l^— t>b< 7>T 5 
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y ^BB^'J 5GIS v-fe ^ K 

<5: a — K-f 62 Ky 3*7 Ks ^fcfi (iii) B3 

^IJ## : 1 „ iH^ii#^- : 3 £ fcfiBB?iJ#-§- : 8 xm 5 7 ^BB^iJ <b f^— 

t) b < feMW#) (- IrI — <£>T ^ 7 ^BBTU £r-a 5 G ® 6 5C**£M w-fe ~f 9 —m 

[6 5] <5rb— T'>K— v^s 

&&&.* 'WffiSSs -I4 ^b& 

pt$ N r«r, tm^imiMs «. ibis^spw, i&jfc$£ 

-r y i/t wv^f-, jjgj^tts jigjft£M& ^tt^iCs *>r ^ y ^ 

io jfiuGE % AjfbJI^ ^ffaie, fliISffF, i&H:£.^t£l^#s W5 

]?H£Pi|lls fEJ£SEs y fc { (#(^s tE 

BG?K0. £ ?)*)»trtJ«Hlil»*«SlIIBi»ffi) 
tf>(D ( i ) BS?IJ#-5|- : 1 > m?m-% : 3 ^fc^gB^iJ#^- : 8 XmZfo&T ^ 7 

^u< ttSEfffitjcisi— ysfeffi^isr'&^ri“SGaesc*tfi® 
15 (ii) BB7'J 

#-§• : 1 „ ia?lJ#-5§- : 3 £ fc f3:BB?!l#-S§- : 8 XmZfr&T ^ 7 @IBB?lJ t |r)— t 

u< mb 

k&=»— Ki-saKy j*7 y/nn- K£r^r-f-5^y 3*7 

u*3- SfRSr^UTJteSaKy 3*7 \/^ K% 

20 -£tcn (iii) BB7iJ#-5§* : 1. BB7iJ#-5§* : 3 ^fcfigH^J#-^ : 

y &bb?u £ in— 1> u < teUfCift (^-©7$y ^ib^ij && w-r 5Gie 
Mi/iry°7~MSW&^'?' ; 5T>'7 =*•- x bcoi&M, 

[6 6] xbi/XMWftU Jh'pf’/i' 

•tn— /u±g-M, mtt&ftmMffl&frft'f ^ V 5 & 

© (i) BB7'J#-§- : Is ga^iJ#-§-: 3^fcfiiE^iJ#-^ : 8T^$tb^.T^y^ 
B37IJ £ PI — b L < te^SCft) fc: PI—© T 5 y Hia?iJ Sr'a^tt* 5GI6 KKttSl 1/ 

(ii) ®a^J# 

f : 1, @a?!J#-5§- : 3^/c{^@B^iJ#-^ : 8 5 7 ^SE^iJ i: HI— 1> U 

< f«ir #j iz: m — cd r 5; y ^bb^ij Sr^^r-r sgis «#®sl 



25 




WO 2004/065960 



PCT/JP2004/000248 



22 

KSr=— Kf K£r^ti“5^y is 

Hr'? ^±*f- h\ 

£fcte (iii) IB^IJ##: 1, iH^J#-^- : 3 : 8T*^^tb§T5: 

j m%m t m — -b l < \zm—<D7*y mmn s g m& 

[6 7] (ACTH) £S£)f -f Ztctfxo (i 

) iB?!!##: 1, SB*W§-: : 8X%:£tlZ>7 ^ SmUmt 

m—bv< femn&fc\%—(07 ^ 

-get, (ii) SB?»J#-5§- : 1 . 

10 ia^ij#-^ : 3 Si fc ttBB^I#-^ : 8 XWt £ *b 3 T ^ / ^SB?!l ir^-'bU 

i^in— 

(DWti^T- K£=* — K1"S*K y ^ ^ KSrM'-t'S# y ^ * b'^ K£ 

i£fcte ( 

iii) SB^lJ#-^-: 1, iB^J#-^-: 3 : 8 XM tS*bZ>7 ^ J m@B^J 

15 bG< riUKwmiRi— < 07 $. 

[6 8] ttttMtty*-^ vv^t- 

m, w^m, k— '>*, t>^ 

SWamJffifc, SttJf^, 

20 ht«s5£ % 

mi&mm'pm, mmn. &&*&&&&, a«f, M^y 

m, ACTH^a^tiaE, $$&$, m&. mm 7u 

/i'^—$.1tt±7'T7 4 a y*<D=f>VS • ^WM^Wt-r^>ti^b(r> ( i 

25 ) SE^IJ#-^ : 1 % @B?iJ#-i§* : 3 £ fcte@B?iJ#-5§- : 8 X&£tl&7$S ^SB^'J t 

IH— 1> L< te^lJClftlCin— (D7S. SMm?iJ$:'a#i-5Gm&M#@:Mi''£7 P ? 
-m&M, toSlWFIfcl«0SWt5^ (ii) SB?iJ#-5§-: 1> 
SB^J#-^ : 3 £ fcfiiB^iJ#-^ : 8 1^^575; miB^iJ i: m- % b < «HK 

ton - o r ^ / mia^j ^-r 5 g ® e i/ -t ^ - m s ® ^ fc 
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“ K-r 5 V * 9 KSrMf 5 # V J* * K £ 

SBSrg-^riyCfcSJK!) 3*^ ( 

iii) 1, ga^ij##: 3 £fcte@H?lJ#-S§- : 8 5: /S&SEM 

i: i^— 1> u < ran® $ j izm-<DT$y mmt && w-r sgi^ 

[6 9] mmm -% : 1 % ga^j##- : 3 : 8-e*b£jft,sr$ y 

mnm t in- 1 u < i^- 075 ; st&Tu sgis 

( i ) m 

mmmm, T'>K— '>*> HF^ 

10 SPUN^ ffiJIgifiu^ tfcCA £'«&«&, M. 

rimit, as* s»»> -r ^ v ^r ww 

1 mm&, mmmm, ffi&mwm, >&m, ms fumm, mp 

fa m, m^msmm, mass?. mm±mmmw, m^m, m&mm, te'km, 

u < (m~, mmm, flew* 

15 wimmit, m^m, >£>mm.m, m&m, hks^) <d^& • mmm, ao * h 

UXWM M, WMsMHbfr b <0 ? V ± a — ^^fenasMIx jfn.4 1 ?as* * -/mw# 

m , mmtmmm, 4 v >w^mwm, an) bj ( 

ACTH) &%Mi& (iv) ACTHlMi, U 

20 &&&&* y y u < ttBm&icoiSRt^Bfr • f&asss* 

(v) ««=»*& y y? 

s&fc^ w^a. mmmmm^, ^=>r 

Htt 5 ofii|fflff^ J*H£flTffc, «t£ 
J!Ti&, ®fi^> mmSSMtsm, M®# 

6-lfr^ At£ 

!ly/m BIW4«^#^. WJi£glA{-£5® 

tt-nssR^tM, acth«»e sum;. mm, mmm, mm, 

mn J7Wl/f-tU< I47t7^ ^=^'>—'>3 5/^(7)^ • ?&ffclfcas#l'*fe:/ 
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[7 0 ] 1 , 3 : SX / 

@?sa?ij t ipi — t < ^ / mmm 

m^mw, T'> nrm#3 

5 ffilBJfiutiB, S&JWte, >b] %mm, &&$&#&. JEW, JJBW^, 

rmwmmmm, m, tatt^si «, BM£p£> -r y 

=?-, agj»w«i, ngjK#igs mskmm, mf 

fas, * 4 *ttngi»^ m&m, m^mm. m&m, 

(#Ki, #tJ£#!s ffiJEiM, JEW, 

io mmmt, a&c^fcix <D^-mmm, ao 

J!iJfc£fflJ 3 &a> b <D ? V ir n —/is&fimfflm. J h'py;i''Z u -/WST 1 > 

»JI, -f y ^ftWlffclSg, (iii) (ACTH) ft 

rntfUMMs titlfe (iv) ACTHI41I, J&3SE, &I0&&BJ 

rmmmm, mmm, nnmm. e^», m&ism 

15 &s KSjIilJE, 

W‘-iet*fcli J &ollc»t5T^ ;* 

[7 1] iHM#-^-: 1, iB^iJ#-^: 3 £ fc JiSB^J## : 

BWB^JirPI— t b< ttWICWfcW—OT^ /»E^J^^Ti"5GSeir*«ll 

(i) wmw, » 

20 tr h'— tfSWWIiREfF, H^JpiWgE, 

mmm, it^giM, Wsmmt, m>bm, ttatgpn#, mm, mmm* 

*, 4 ^ v >t wv 

*?—, ugj»?Mfc, wttswsc, m, ffijkSfiS, mf 

FAg, ns^^gn&e, mmtkmmmm, m^m, m^mw, m&m, 
25 mw*/^is<Dftwmmbb<temm&m& c#^ x m±m, jews, t<ot> 
iti^miB^ 0 @iEWj£) • femm, (11) * h uxwmm, mmmm 

frbfD'fV'te*— Jk^>^/F±u—/u±^.m, mBftMi&MM, 

isWffi&MM, (iii) (acth) ftmm MM 

, &fctz (iv) 'HttMtpy b-*rx, i4jb^, y 
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Bmrnmm#. F—y*. 

wage. if«, &mmubm, mmm&t>m. mmn 

mmw.s mmm'pm., mmm. &&.*&&&&. stum. mm 

5 vysm. bjw 4 #^b*^ 

44 BS^ttJ 3 m, ACTH#wi, mmm. mm. &.m&, mwmm. mm. 

[7 2] SfiSC* K£fcl4-fc©i£K:8&&§ 

[6 9] ~ [7 1] 

[73] ( 1 ) ( i ) ia^ij#-^ : 1 s : 3 £ fc^lfl^ij#-^- : 8 *«:b 

£*l 5T5: y^iH^iJ^l^— iL< tt|0tttK:|ia— 07^ yfifcffi?!l«rg^rt"3G 

15 W%T*~xb&1tftTyfi=*~xb, ti 

ft fit (*5<fcTJ9 (ii) Sa^J#-^: l/SMW#: 3 £fc«:@B?[J## : 8T*St) 
£;M5T =• /^SB^iJ t ID— t U < <0T ^ 7 iliB^Sr^i-5 G 

m e w&'&m y p ^ — s e sc* yttt-t m&mm&mb $ #3 

£ (2) (i) »$tfiia|$> ry 

20 F—y*. mmm&mmw. mmmwm. mmmm^m. jenssstm, mmmt. 

m>t'fc. fommm, &mtmm. mm, m. mm^ 

mmm. mmam. i&skmm. Ay^)yr u;v*e—. rnmrn^. 

i&vkmifc’M:. ms fo.mm. hffa^ as^^gifeis, msft 

jfr, mm^mmmw. m&m. n±mm . &■&&, mw^^y<D^m mmb 
25 u < nmm^mm wk, m^m. mmstm. mm. mmmit. m^m, && 

mm. m^m. ra^) <D^m • mmm. ao * h y^mmm, mvsmmfr 
b<D?y*v—/i'£=j$mmm. mi m^mmmm. ^ 

y* V isHS&iMI&M. (iii) (ACTH) 

(iv) ACTHl^li, y 'yyysf'm. 
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mube, 

• ftmm. w) 

m. i m^-y 

s mm&xm#:, itt^, m^m 

^ Mffi&Wi&s &m.wsmtim, 

mmm&'pm. mmm, stum, m& y ^tsttiij 

•frSK mm^±, act 

mfc&* M0, fern#:. lirw^-tL 

10 <\*T1r7 4 3 

j t<ou&'<7‘ t 7-\ f tii£tti : £<!>m.s 

[ 75 ] _tsB [ 74 ] 

y ^ KSr^i- SaK y ^ ^ K, 

16 [7 6] iE^lJ#^-: 9T?^^tt^^SH^J^b^SDNA, 

[7 7] _t|E [7 5] m^(D#y 7? 

[7 8] jbia [ 77 ] & 

[7 9] JiflB [7 8] U _b|B [7 4] IEtt<DG^6 

[7 4] 
t5o 

[8 0] (i) iH^iJ#-^-: l£fcteiH?iJ#^- : 3 T?* $ *L 5 T 5 / Wmm £ IbJ 

25 — %b< teHICi&fcP— 07$ ySfeE^JSr^^ri"Swi:S:#»i;i-SGSeir 

Mlwt7’^-iei (&IT, 1 4 2 7 3 traffics $§£**>*> 5) , 

(ii 

) 1 4 2 7 3, K^fcte^ <*>*£<!:, 

©)fc«Srff* 5 - ^ Sr<KN»ti“5_hflB [ 1 ] 
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[81] ( i ) 1 4 2 7 3, K 

(ii) 

1 4 2 7 3, 

5 *s**5, 1 4 2 7 3, JgrOlfP^^ K£fctt 

r. £&#isc£-r 5 JtiB ci] ib^cd 

[8 2] ( i ) WWUfcliJWMSfett-tOiftS: 1 4 2 7 3 Sr'g-^rt’SffluaKigl 

(ii) 1 4 

10 2 7 3Sr^^6*IBJ!a^gg»S^rfc»^^JtS, ««U;/U!8lfei&£;/fctt*© 

^©RJNBI&fc*H-S 3 j$#*Sra^U, Jfctfci “5 - £ £r#m£-r 5 -hfB [ 1 ] IB 
[8 3] ( i ) 1 4 2 7 3 £^rr5m<£>®l 

^ , (ii) mm vtcnmm'&titeZKDj&te x 

is ^14273 mm^tc 
%!&mti-z±m [i] ib 

[84] U) mmVtcmiVjWt&tiilZZ:<Dffi.&, I 4 2 7 3£r=i — Kt5DN 
A^ttts D N ASr-g-^r^SiSalfe^^ 

20 it 5 c ^lc i o t I WoUSSIl^i Ifc 1 4 2 7 3^ftfj£-fr 

itm& t , a o «« u ^ fc tt-t j: & y$ 

^©ttlOTtfcl 4 2 7 3 ^ftbfcJjgJKSg 

^fctt-toiSMJi 427 3 »c^N-sjte^*sraajti^ &&TZZ t&mut't 
S_h|E [ 1 ] IBicO^i^ V *— 

[8 5] (i) 1 4 2 7 3 1 4 2 7 3 &r'^g'-^<5$BJ3&K: 

(ii) 1 4 2 7 3 

1 4 2 7 3 1 4 2 7 3 £r^bfc&H 

lajpjafsstt^aajeu. t&mkti-z±m [i] v^-~ 

isrism. 
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[8 6] 1 4 2 7 1 4 2 7 3 KtSDNAS: 

D N A ' V&«mm 

5 r i IC io tfc 1 4 2 7 
1 4 2 7 

5 14273 ^ , 14273 

Wj^te^rSD^u, itm-tz>z.k$:!&mt-rz - tia [ 1 ] y—~ 

[8 7] 1 4 2 7 3 [8 

5] [8 6] ]) — — 

10 [8 8] 1 4 2 7 3 i 

-t-3_t!B [2] y K 

[8 9] 1 4 2 7 3 3r=»— KI'SDNAlr^l" SDNA^tt 

i7 ?~x»Kmfe^tc.KmnwkVt*i&m-rz> r t k: 

1 4 2 7 3 [2] 

15 y 

[9 0] (1) (i) (ii) 

—§ 6 fl ^ fc (« k tc (DM. k £ -tt 5 $ ti 

( 2 ) ^43j;u? (o 

20 (ii) -t 

<DlRfr<'7 , 7- K l£ fc (t 5 . ( i ) 

j»Bft$;/u«<0*ft£fcW: (ii) ttmtoZftWk&to&itittn&ts 

fci“5-kffi [6 9] ~ [7 1] taSftOflMfcfrSs, 

25 [9i] (D u) mmztit=.mffiwi&tz.te^:<Dm.&tin (ii) 

tcfc&M&tLfcZKDi&Z r. 

(2) #3133 £1* (i) ««fc$tt*:ll8i»Bft^ytW: 
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a) mm 

Sw k 3r#ifc£-t~5JblE [6 9] ~ [7 1] 

5' [92] (1) (i) JJ|J^£7ci (ii) 

7c ^ JIBJ!#Ife£ 7c t b £ 5 7c tt-t Oi£ 

(2) ^43^^ (i) 7c 7c « (ii) — 

ISft 7c f« ©ifc £ lltJfeBfct: 7c &*:<!>&. k <Di&&&&&4k £ iirSfb^Si 7c 

$-fr7c^(Cioft?)s JHBiartC a c AMP4«JS 

tt, MAP^t- ■£©!) V'SMbfc^ttigttffc. BJW&RiPJaS:^/^^ (AC 
TH) £7cteJjgft6#^WM'& : £: 

»!3ei-5ii:Sr4#«i:t'5JiSB [6 9] ~ [7 1] 1B*ft<©?fcBfcfrife, 

15 [9 3] m?m-% : 1 £7ctelH?lJ#-5§- : 3*C^$tbST5 7 i£ia?lJ £ i^- 

b< tegHfClMrt£l*l— 07 5 

«, ^ro$is^7 p ^K^7c«- : ecD^^^-r6^^^^i!-r^, ( i ) hm 

JpS, WHtglW. r^K*- 2^ gfM9F3#&Ht$. 

ISM^M^ iftflgifiUM, afcC,^ JiEJ», 

20 JIBiftiE, (09*. tf* TSf«£/hA^> 

m&ftwmmm > & m *.»*> 7ii) . «b«5^w*, b»». is« 
j®, 'fyxy yj wy=¥— „ JJgJft^au li^yxyy 

ifojEL iftjfiLttfffi, *FFA^ **tfillgj»;£> JlgjftflT. 

25 m'kmm, u< (#ku 

ISM#I, ffiABik^ fl3«U StfrMite> -['Ml, «jM) o 

ai) ^ h uxmmm, mm®jfefab<Dyv ^n— ^^umis 

Jfii4> ^/yir n b < tt^T V 

(iii) §9W&ftM*/We>' (AC TH) (iv) ACTHI4® 
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m, mmm, 

>ch 4 «x #©x mtin.fr. #m^j»^x #^x mmm, mn 

M' #dS.bj: 5&' ttiiktt^Hx ^i#^Wx fSli^ix t&A'ISTx tfk.'fr V &J*tin. 

5 m, m^i-^^-^tin.' M'mmmn, &tin.&m^m) t> u < 

m<D^V5 • i§WM' titcn (v) mz.&, uttMSpy ^-^^x 

^#44^ y h — ?*, y *^ft&x x w#m cal 

^7n^) x (^Jx £tf?£«tt<®.x ^= 3 ^ K 

— v^ x (#ijx.}^x attWfcfcfflBfcx Bfifr 

10 5 offiFSJ&teffFifcx M&fife, ISttfP^x IffiKSE) x #&•*&*£& (#>JAf3x 

JKMMStffcx #^tt^'(t:3£x i&Oe^^^jGEx MSWUffe!^) x j6l?R 

&& m*-t£, mtiK^ntin.' mm&M&m, m&m, e^x 

Iftyy/«) , • ttWgSJft (^Jx.«x Ai4«tt0JWAIf»l6^x ®J 

W4#®B*£x ¥«IS^A»-«tSJBttl!S^ttl3Ex ACTHfMI) x >£ 
is jtgtjfe (08*.tfx W&&J&&, >SJt^x TO^x ffclUx HSirwi/^-) 
|)L< |j:7t7^7 :3 E-'>“'>a • f&30IK^ s 0EV'*fe7 p ^ r — 

te^<z>^Oi£'ai“'5c: k&VMIr&ittixD’Z-'y K 

[94] SH^IJ#-^- : 1 £ fcte@H?iJ#-55- : 3 -&tt> $^575/ &£?!I £ I®— 

u<rsmcftjfcl®— v>t$ /^§a?iJ£^^A6Gsesc* ; *S:MiA?A^'-M6 
20 ®fc*H‘5T=*‘~.* =*=■ * h-efc^x ( i ) ^^^x W$fi£l^ 

#x ^ 1 — v'TS.x 7’>K-'^x *^#f#SIWx «^^W^x M^M^X 
^fliJfiL^x WlMMlk' ^L'3Sx ifc*8£«gx 44#&^Pi£Fx ffilx BE^I^x TSft: 

mmmm m*-&, Tmfammmmi&Tm, Tfifm/hA^x mjw^x ftmu 

ASEx $ 'yi/'s-'f'fi fx my”^ ^7 ^ ^l^tin.0.' 

) x m m?ut' am) x eii^sh^ iw*&3^ ^ifiL^x -r^y^ 
7W1/^- N J5IJ^'l4x J4tJ3fi^§%U< M14iS?£ICx ^^!)yigx i® 
ifii^x iiFFA^ sgjte^x m^x 

^x m^x (#^x ^Mx 

i^HiJfe^x BE*x m^Ex tfc^'ffix '£.'jK«ilx IB^jSx IE«3S) <n^V5 • f& 



25 




WO 2004/065960 



PCT/JP2004/000248 



31 

y/uw—A'mwm. ^ y (no 

(AC TH) (iv) ACT ^ 

s/v'v^, $hw4$*&. m&m 

5 ^ MU 4 >^'t 4 r 

#®s i^ikJEx #I§t 4 j£jtt^#:% 'fr 

tb±^, ffijMS-SitH. »#»«, ®##S* l&ZlfeT. fuB. 

av^fn-Ms £jfoJ£t|# 5 !iE) C< 

(v) &&&&&& ( 0 »Jx.fi£s UtelSfifiy 4 

10 x>)f- 7 f- # 3 § 44 $ 5 ^ y l&J&M) s (#k ^ 7 n 

—if) , Pf!ft$& 3 fcgl* (#>k ^ 3 »S» K— 

c?4^™«i40^) , M*-&. m^t4«^> IH-po^l 

*M 4 irm, mms m, istmm. nmm , (^j*^ f^m^. 

5 fcfft'#$£ 2 &N # 38 t 4 ®Sfl 2 tiE* n (^Jx. 

15 fc£ % ^jkttftjfiL. !H*k 3 *«^lS> I?£^&i 4 ft]fiu &taM, S 14 yv 

✓•?®) N (00*.^ 

¥JWft! 5 §J 8 M£J: 5 SH 4 HBJfc^tM% ACT % ( 

#lxj± |g$, ft#* lirw^-) 

T'i~Z 7 j 7 $ci/'—i/ a y f 7 <£>^0 • fo^^N 
20 [9 5 ] ga^J#-^- : 1 . SB^iJ#-i- : 3 4 ±$ifE?iJ#-*§- : 8 5 / fife 

ga^iJ^IWI— t> b< or ^ /ifel£^J& 1 ^^ 5 G® 6 ®#fe® 5 Sli'' 

KSr=*— ^ Kl£*H“ 

5 s i RNA % 

[9 6] @H^iJ#-§- : 2 1 : 

2 2 *T?**?S 4 xS 4 aSSB 2 ?ii^e>**T^*fe>'^«!l“t?fllfife$tt 5 s i RNA ( 
^Ufg#i| 1 1 <£>m 1 4 i 5 6 1 ) ~C&>< 5 ± 1 B [ 9 5 ] l!B 4 fc<£> s i RNA> 

[9 7 ] iilB [9 5 ] |B*c<Z)s iRNAlrtftt^Stlfl, 

[9 8 ] ±|B [9 5 ] IBicO s i RNA^tttt^S^ 

[9 9 ] ±13 [9 5 ] | 3 ic^>s i RNA^ttt^ 5 iI^, W^StEI^N 
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®jm±, mmmmm, raiu ti« 

«gp*$ % ^ {SJfoJf^ ^y^!)y7W^- m 

m&MWiW, ^ v mstmm, mFFAm, 

5 m^mmm, mm^mmmm, m^m, m'k.mm, fe&m, mm* 

(»m, fe'km., mm&, t^t>nr^mm 

NswmmsBmm) 

[10 0] ±12 [95] IE M.<D s i RNA^f 1X^5^ h JJi 

JEjHHIS** b <D ? V ± n — jfiL «£ ^/Mr n — /y±##J, 
io y 

[10 1] ±12 [9 5] f2fc<D s i RNA&^^bT&59JW&SCiftJ®*A'^ 

^ (ac th) &£Tf 

[10 2] ±12 [9 5] !2*cO s i RN ASrMT LTfc'sttttMflS V 

^b—T'^, #HRH4«&3fc* V 3&&3E. ^CW3£ 

is «S> t/ua>f 

mmmmtim, »&&&&. it»> 

^ a&SBig, smi. sh&ij 

yf± s acth^M 

20 m, m^m, mm, &m£, ^mm, i^T^-4fcttrt7^ 

^^'>—'>3 y * (d±ES • f&SHS[!l4SsS:tt^i"So 



01li/^nWyi (Pa lmi to 1 e i c acid) 3 0/zM£r35s 
25 jJQlsfck #©$BJ§SftC a 2+ m&<V^'(b&W'<f£l(£M : £?Fi~o $£$&(£> c o u n t 
s te&EBJ&rtC a 2+ mM*7F-t%k%M&, m&<VT i m e (sec. ) feels’? 

(#) ^^i"o Ot±t M 4 2 7 3WHO-Kl», 
1 4 2 7 3WHO-Klfc Dttl 4 2 7 3 OTUT V'fc 
V'^yhD- /V<DCHO-Klffflj^5r^*fo 
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E!2fi V (Linoleic acid) 3 0 /iM&ffifiULsfck %(D 

c a wm<nc o u n t s 

a (sec. ) fi 

M&jg (#) Ofil 4 2 7 3MCHO-Klia 1 4 

5 2 7 3MCHO-Kli^ Dfil 4 2 7 3 S:«!lttV'ftV'3 ^ h n*-/u 

• 0CHO-K1HM/Tto 

® 3 fiy — !) y (-y — Linolenic acid) 30 /zM&’SfefrP 

lstc.b%(DMJ!l&faC a !$$&<£> C o u n t s 

fi«ftC a i me (sec. ) 

10 ma&VftlW&m (fM %7Flr o Ottl 4 2 7 3MCHO-K i#u& % Afi 
^■^77 1 4 2 7 3MCHO-K1IWS, Dfil 4 2 7 3 £r|i§5?,U'CV'&V'‘ = 
yfn-/WCHO-Kl»^t, 

0 4 fiT 7 K>H£ (A rachidonic acid) 30 m U 

#<Z>|fflJ|&F*)C a Ii©C o u n t s fi 

15 »f*3C a 2+ M^£^-ri£}fc3&^ fiOT i me (sec. ) fiD*^/^ 

(IM &7Fi~o Ofil 4 2 7 3MCHO-KlHa Afi^ 
$7 1 4 2 7 3MCHO-K 1 3M, lllfil 4 2 7 3 £3§m LTl>ftl>=i ^ 
hn-/l/OCHO-Kl»^to 

El 5 fi (Docosahexaenoic acid, D 

20 HA) 3 0 a 2+ m^.<D^i^m'<tM^^Xo 

Wm<DC o u n t s fi»[*)C a ^i©T i me ( s 

e c. ) (#) ofii 427 3mch 

O-KlUa 1 4 2 7 3MCHO-K 1HR 0^1 4 2 7 3 

£r3§9jLL-Cl'&l'=>- h a — ;V(D C H O — K 1 
25 El 6 fit h#®|aafcT?0> 1 4 2 7 3 mRNA^W^it = t°— ^c/25 
ng total RNAfi totalRNA 2 5 n g ^fc <9 <D = t°— ^c£r 

^1“o 

El 7 fiy y b&B&MfT?<D 1 4 2 7 3 mRNA©MM^t. =» t°— gc/ 
ng p o 1 y (A) +RNAfipoly (A) +RNA n g ^fc <9 03 t° 
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El 8 h V hT mfcX*(D 1 4 2 7 3 mRNAO^mii# 

(h) §£$4 <DCo p i e s/n 

g poly (A) + R N A p o 1 y (A) +RNA 
5 %C&7F-i~o 

El9»t M 4 2 7 3MCHOija©c AMPm±lZtt’t~ ; 5flmffi^<£>§£W : £ 

Forskol i nfey^-J^y^ V 
#P L< fj; rt* 'O fcW^a~ & ^ Butylic acid fey -frAs?* 3 V 
fflt (3 0/iM) £:$sJP y — Linolenoic aci d fey 

10 3 y ft y - U / kVi (3 0/iM) &V&M\^tzMrxa Lin 

oleic acid fey Or A/?* =* V U 7 — /PS! (30/iM) 

An DHAfd:37^-/k^.3 D y#ftTl^DHA (3 0/iM) Sr^sAPL 

Oleic aci d fey^r^y =* !) W ^ (30 

/iM) 7 *-/!✓;* a y 

15 AMPM£Jb&>£^— *&3lV'fc.li£&i 0 0%£ 

$s*PB#<£> c AMPM£*£^^t^^Lfc%tf>-Cfc5o 

Ell OttJIBIftSftSfebnfciSt M 4 2 7 3MCHO»t©MAP^t'-f 

CHO-h 1 4 273fttM 4 2 7 3 SrfSm 
LTV'&CHO&BJ&£rjlV^fc:#'£‘ ; £r > CHO— mo c ktefc: M 4 2 7 3 
20 ^LTV>&V'CHO£«£JEV'fc:ir^£^^o y-1 inoliy-U/^i 
^^P bfd^SHa*^ me thy 1 fi U / ‘—. o 
^3= (min) (5» £r^i"o p4 4liy 

£ jh^Stkfk $ nfc erki©/^ K^^-To p4 2tty £ ttfStkfk; $ ft 
fcERK2®^y KSr^1~o 

25 @h»3T3-li mm&mmmMkmmw* 514273 

3 T 3 - L 1 0 

ft (B) ^t. «i03tf-ft/2 5ng total RNAIt #bft 
fc3T3-L ljWll&fc*5»t5 1 4 2 7 3^©mRNAMiS:T o t a 1 
RNA 2 5 n g £>fc <9 LT#tti Lfc®^r^i" 0 
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® 1 2«9 v 1 4 27 3^ 

D a y 0 Day 

8 8 0^<O«£/BV'7cllr^£ :^i"» H4© 3 ^t/ 2 5 n g 

total RNAIt 1 4 2 7 3 

5 ©mRNAMMTo ta 1 RN A 2 5 n ttl 

fcfcl LfcteS:**-**. 

mi 3tt*tJ;SAtT-2 03iWJ®d»fe©BJW&WWi»*A^t^®clilEg-=F- 
(CRF) l^ttA C T b a s ettC 
RF&ft&TX\ l»^^n CRFttCRF (10 
10 nM) Lft^ofcii^Sr^i-o y ~ L Atey - U / 1^ 

Wt& s a-LAlia-U/l/'/i^, B AJtg&S&'gr^tL^tt C R F (lOnM 
) # : fcT'C^iO Dfc#'a'^r^i"o ACTH (X25p g/ml) fiACTH^ 
M^to (n = 8) o **, p<0. 01;*, p<0. 

05 (Student* s t test) 0 
15 mi 4 ft 3 T 3 - L 1 

ftmZTF-to y -L Afiy - V S ML f£ !1 7 

b a s e ^y-fen— /V (^ 

M) !1 ir n— yPCO^.^i^r^-t'o y/nrl^/ “/V^lIWb a s 

e m^b^ri:»!:«nwsti/TV'5r. ( p<o. os) o **«^y7° 

20 or^y-^ttob a S e (p< 

0 . 01 ) 0 

5§ m Sr MM-f & It %> (DM & co KZM 

GiefMS^y^-lSI (£CF, 1 4 2 7 3 t IB§!Ei-§# 
25 }i N @H^lJ#-§- : 1> SH^IJ#-^- : 3 £ fc ttga^iJ## : 

75 b L< 07 5 y 

-saf-efes. 

1427 3IL k (0flx.fi., J tA' i fcs' K 9 S' K ^ 

y-y-3% k 95?, 9$<\ uvufci?) (0ii;tfi. w 
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pt ^A$BJH3 S 7 ^i££lBllS> F*3f£$BlHik $& 

jswm. ^*nwa m, ^077-^ t 

mm, Bmm. tfa7M7“», mmmm. #*#. tfrt&mn, &m$, 

6 , w&&, t&s&mm* #$ba&x -w^mm, mmm 

m, Msst>u«tt> sfcttijxbttiaottwwia. »»ma i t>b<w: 

m, mv&mgl m, njufc> mw&, mm, u&z, ufc 

TU, WfleTgU 3£M> 'MM, ili> *&®* ® 

10 mm , *nhu rifr, h. mm, mm, sm, *mm, fti> 

m.(D ?, itm, mm, Bug, *&** m, (#k *fl§> 4^) > ,L ' 

US, J3TO, ML STJUb T^tljfiL^x tu^b S**U £F^' n& 

m, *-£, it, mm, 

<£V\, 1 4 2 7 3 

16 b“CV^ 0 

IB?iJ#-5§-: 1 N ga^lJ#-^: 3^fc«iB^iJ#-^ : 8T?**?$tb5T $ 

©7 5 y^SB^iJb btli> #>JxJ£s ga^ij#-^- : lx IH^IJ#-^- : 

3 : 8T?3&b&Ax5T$ / g£SE^!J b $d 8 5%.£l±s £P^b<te 

9 o%^_h, «t «j#t§:u< tt#&9 5%&±<Dtem&&mirzT$.;mmmtez 

20 £S^£&-f £>frl/<5 0 

#3§^OgB?lI#-f§- : 1 ^ BB^'J ## : 3 : 8t?^^$tb6T 5; 

swe^kMWf&\zm—<oT$sw&s&i&is&'i m z> : &&Ek m*-&. 
SS^IJ #•*§■: l s iB^lJ#^-: 3^fc«ga^iJ##: 8 -C^SttST ^ 7 SSERIfc 
H®^J^Ir 1— COT 5 y ^iH^iJ^^L-x SB^iJflH? : 1> SH^iJ#-^- : 3^fcfi@H^iJ 

$# : 8 ySfcga^ja>kfc5g&®£^«ttfcPK^J^fc^ 

-rsses*^ 5 ^ uv\, 

r^y^iH^jotei^tt^ ffiiPH4tHlET/^=?y x^ncb i blast ( 

National Center for Biotechnology I 
nformation Basic Local Alignment Se 



25 
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arch Tool) ($##:= 10;^ \ 

-v h ]) ? X = B LOS UM 6 2 ; ~7 4 V lsjf=0 F F) 51 1 

ufc^o x. y # ^ '> ^ 
(0!k j»0. 01-100^ && b < 0 . 5~2 0H, «fc 

9 £?£ b < (4:^ 0 . 5~2^) 

10 y #:/ KSg^tt^ > $&l£3i«s ft if ©fiH4<oafl3fett. i 
^fem!pC’CfT*5w i:*s-e#5365 % 0J;tWU #(C|B«C-T6^^ 
miz&^xmfe-rzzt&xzzo 

^fc. 1 4 2 7 3 i bT«> a ) @B^iJ#^- : 1 . @B?iJ#-S§- : 3 ^>cfiSa^J# 

^ : 8-e^t3^tb§T5: ySfeiB?!l4 , <0 1 £fctt2flaEU: 1~3 

15 J:!)^t<iil~10im £fefc:gf£L<W:Scffl (l~5i@ 

) ) b) SH^IJ#^-: l, gB*!!#-^: 3£ 

fc«iH^J#-^-: ymsa^ij^ 1 ^fc«2^^Jt (£f£b< fi, 

l~3 0i@SSx b< (1 

~5{@) ) oT5ysfcds#jpu/tT5 ymmm, c) bb^j##: is ia?u#-*§- 

20 : 3 ^ fcfiia^J#-^- : 8 X'Mt> §tl^757 mSB^J 4 1 CO 1 £ fc tt 2 mSl-k <M 

l~3 0figl, i^tUttl-lOW, 

tefgefB (i~5{@) ) ©7 5 /^ s ftfeoT3: /Sfc*ciBtfe&;ix;fcT5 ygfeiB^b 

tl/<5 0 

25 1 4 2 7 3li, K^fBOlMWct^oT. 

*g (T $ y % ^r«B^C5lda iS?iJ#-§-: 2 

/MIS^^TTS 1 4 2 7 1 4 2 7 314, 

C7t*&$;27/i 'tf*c'>Sl'& (-COOH) N *^‘>l/-M-COO"), 75 
K (— CONH 2 ) (— COOR) (DioStiX&oXb 




WO 2004/065960 



PCT/JP2004/000248 



38 

/K y:7± fcVl^ b< Jin— C ! -gT/V^/VSx ^>Jx.^> v'^t 3 

P^V/V^ifCCj.j^ o 7/^/V$, #!lxJ^ 7x.~;V^ 

a _ t7 ^^0C 6 . 12 T!J^S, 0>JxJ5, 7x^/^if(D 

5 7 x=/V-C 1 _ 2 T/^^S^t< tea — •jr7 s f-jVt*5-;\st£}£<D a— 1‘7'f‘A' 

-c if©c T . l4 r tt 

iFlffl£±3 

1 4 2 7 (^fcte^/l'tf^Vl'— h) Sr^T 

10 1 4 2 7 3^tttl5o bTte, 0iJx.te±13bfcC^!8 

£tbK, 1 4 2 7 3t£te, ±JEbfcme«^*5V'-C> 

S07?;s^is cmte. 

/uSftifcc^.T^iftW -e^^tvCVN^’b^ NWMMiS^rt-C^JWf 
15 ^tiAj&bfcyVv^ 5: ygt'fbbfc’btfb 5: y g£ 

©{0!]0_h<oe^s -oh, -sh, r^y*, y^y'Z-^s, ^ 

i'K— /i^ tfSSiSfcfftS® (0il*.te, **5 /Hi, T± 

¥<dc 2 _ 6 r/v# y -Y if <o c x _ 6 r y/H^ if) x&m £ ht v ^ 5 

20 fr£>o 

1 4 2 7 3 (D^W-mt LTtt, 011*. fif, SB^J#-^ : 1 X^fr&tl&T ^ S 6$ 
hi ^01 42 7 3, IH^IJ #-§* : 3 X^t>&tl&T 5; y ^SH^iJ 
1 4 2 7 3 (WO 2 0 0 2/6 7 8 6 8^, <£iffiIH^Jx 

-^-X:ACCESSION X P 0 6 1 2 0 8, XP_1 2 9 2 5 2 

25 ) , ga^ij#-f§- : 8T^^^75ytM^^57'yh**01 427 3 

ga^J## : 8 7?^t3^tL^>T5 y b* 

$k<D 1 4 2 7 3 

1 4 2 7 3 (D^^T 0 ^ K (EAT, KirB&IB-TSm^^fe^ 

) t bTte, ±13 b tc 1 4 2 7 3 (DgbfrT % yWJ!rtt5^/f KT?fctb 
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1 4 2 7 3 0S0f^i : •0H^ 

14273 tmn&}\z-mn<vi' j £y p * 

SH^IJ »#: 1> SE^iJ#-§-: 3 ^fc(iga^J#-^ : 8 X~mt>£tbZ> 

5 T ^ J 1 4 2 7 3 K t L-Cfi, S' 

(^TKtt (Hydrophilic) $&{£) X&>%> b'frtfx&fotz.lRft 
Sr^tf^^-K-efcS o £fc. ^TKtt (Hydrophobic) 

b&X%Z>o *m*<D KfcffiV' 

10 kot 5 y 

5 y S£SB^IJ(£> 5 <it20 (0.S1JL* 0% b<li5 0 

J: 'Q 0 iz L< r±l 0 0i£Jl±©7^ l-v\ 

HK#JK:|r!— <£>T 5 5 y@&SE?iJ£$D 8 5 %£Lh> £f 

^U< (3:$} 9 0%£l_h> <fc 9£F£b< tt£)9 5%iy.-hOtSI^'l4^r : i"f“2)T ^ S 

15 g£IB^J3r^H“o 

T5 yBftgi^<0*BRH4f4* XMCB I BLAST ( 

National Center for Biotechnology I 
nformation Basic Local Alignment Se 

arch Tool) «rffll\ J21T <D$tfr <M'&iM= 10;^ yZ?&W Fi“ ; 
20 yM)^^ = BLOSUM6 2 ;7>f/^^7=OFF) lCClN‘IS"'t' 

tf*-e#5o 

u-fey p ^ w - ?S'I4 j JslB£ l*l!f:IS£^'t‘o r 

osaj£r±jiis£i^tefrfc5 w£#-e#5„ 

£fc. Ktts ±|ST5: ymiH?iJ4 3 C0 1^7c^2{@^_h ( 

25 l~10®tt, $bJC»^L<r±afe® ( 1 ~ 5(0) ) <DT%y 

U ^07 5 yWJtl ^fc«2{@J^± (#£b<W\ 1 

~2CHB@fi* «£ yMti L< tei~i &bfc:0£b<ri8:4B U~ 

5-0) ) yg£# s ttABL^ -t c> T 5 y^SB^lJ^O 1 '£7cf3:2j@b( 

_h (»*L<», l~10®g^ ±9»*U<ttm $e,JJL0^L<rt:l 
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~ 5^31® <DT 5 5; / <£V\, 

t.tc, (-COOH) s # 

svtf^-'yu— h (-COO") , 75 K (-conh 2 ) (-C 

oor) (Dfprtt"efeoTt><fcv\ 

5 lei/ /I'M ls—b) &#l'XV'ZM'£‘, #/l'#*'>/l'M&T 

5; b <£> H ^“a 

tb<5 0 

$ KtettU -hlBbfcl 4 2 7 3 N^S 

-e^l®f$tb^b7cG 1 n ^rt07 5/ i 

Kfc Kfc^VSr^ttSo 

1 4 2 7 K^i! Uttt, fifefifcjaatS 

15 i: V t> ft £&&&&%!&&&& 

lv\ rot^s^ um uwm (09*.fi* Mm, v>m, 

«> w*-t£. mm, *?m, 7nt s t^ 

v-'f >i$b M^rsfe^ wm, &m, 

jgljgb £: 

20 1 4 2 7 3 Sfctt-tOifctt, JhIB bfct 

i: bX£Z> U # 

dia^i"^ 1 42 7 35:3- Kt5DNA5:ttt5Mfet^^it 5 - 

r;h,fcipCT®561~5wfc VC^So 

o^b^77^“, ^ty^P7b^77^'-/j:Wa-e b^77^- 

5 r £ £ 9 »jR¥«H"S 51 £ dS-e# 5o 

1 4 2 7 3 Ktfcli^OjftSfctttOT ^ 
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i mx.it, k Ko^^ill s> -O'XfcKy 

/v-t ^ xi&jji, r 5; y y f/vtll, 4 y^n— /v# 

AM, 4 - y f/^vxt K y /PT 5 yilg, P AMti, 4-kKoWf 

5 /py f-/v 7 x^/P 7 t h r $ Ky ?vMM. # y r y y 5 ; mi®. 4 - ( 

2’ 4’ — ^ b^y7xx;W-t Ko^yyf/^) 7xy^yfflas 4 — 

(2’ , 4’ -yy f^'^i-zV-FmocT^Af^) 7xy^yffi 

a— 7 ^ /Si {100'B’tS 
y@££r. iffck&io 

10 mm. t-em&isitZo frjfcvmmzMmfrbm&n*® 

m^jfcRissr^ifeu iteoseitfcft^^T? rnsrstw-rso 

_b|B LfcftiT ^ 7 tt f3u 

^ KHri 5 £V\, 77/i^'vM' 

15 5 DCC, N, N’ -^y7’Dk'/W^5K N-^ 

_ (3-yyf/v7^yyp!)/>) 

£>„ w;iXfcfcJ;$i?H4fbfctt9^5fWfW^n?W mx.it, HOBt, HOOB 

t )tt b iz&MT ^ y^Sriiffl5#l®l!:SyjO-t“Sd^ &1t it, Qa&lt 

[j;HO B t x^r/l / fc5V''ttHOOB t JiXxA'^ ^ y 

20 WUDm&ik&ff - k &x*£Z>o 

UTte:> seffSt 

b 5 5^ i: 5 &<> mx.it, 

N, N-i?y W^7 5 K, N, N-yy7/^7th7 5 K, N — y^/P 
b'ny K7/j:if©iT? Ki, ifrfby ^U'V, ycp^A^^oyyft 
25 £WbJc 3 ( 8 g. ^ y 7/l/tD3:^ /'-/^t'©7^3'-;l/I, 7/1/7/^^r 

yK^ifoy/^^yF^ fyyy v’y-^-y-x, Tb7tKP777^if 

rox-T/ui, r-fc h y 7 P, 7 d try-— h y /v& £?o— h y /HS, Bl&y 

^ /v, ^/nfc A'igfe £ V ' pi C fb b CO jgl ICOM'U^O 

b*i5o £tfS£flb*vCV'£3S 
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< SN^RJfcSrlfc *3 It- fcm<fc K) Srfrfc 9 - £ ^"C# S 0 

7V&rfflV'-C7fcS:j&T ^ 7 fSrTirf/V^tSI £ tf s "C# S G 
g^OT5 LTf^ #J;U3x Zx B o c x ^ U — ^ 

'i /K 4-^ 

/W^-=3r'>y7/V^=/K C 1 - Zx Br-Zx 
10 Hj7/VtDTtf/K :7^n-f/K jfc/l^/K 2- - bn7x-/Vy/V'7i 
xi/l^ i?y 3i^=-/l'7)s^y 4 y t f"^T'i /W Fmo c^Cif^ffl'/' v ?jtl'5o 
^vj^vvi^tex M;tfix T/t'^f/t'^^yvWb OB^Ix-fix y^/K *^*/K 
7"D tVK 7^/K ^“■'yty-^^x y^o^yf/K 7^n^7/K 
7^ P^/f/Vx '77D^"^f‘/7x 2 — y t?'*?y s f~J\''1'£. OuillftJtfcx 
is U< fiSMfcT/i'^/i'^^^Wb) ^ (Mx.^x 

a:;*7VK 4-=hD^7^3:7f/7x 4-^ b^7^7y/H7T/K 4 
-7on^7i/;kx7f/K ^yXt K y Ao^T^Wb) x 7 rc^^/Vic^-T- 
/Hbx K^v ? K'fbx !>*-:/ 

n/wfc K^v ? K'fbx HJf-/7t Hbft<bncJ;oT^S^S::££ s 7?#So 

20 Mx-f^x ^^7vWb^Ycte^— TvWb^ioT'&fl-t' § 

r. <b2>S7?^ 5 0 wO^xr^bbSt^Si bt(i> 0iJxJ3x T-fc-^v 

y -YA'lBx '<>'y ? 'Y/^S^if<Z3Tn>Y/^Sx A* 

So ^fcx 9VWbK:5ii“S£fc ttli, 0 »Jxl«x ^yy/7S, 7F7tK 
25 nbf 7 ^/i'S, t — 'T^A'S'fe if"t?feSo 

^p 7 ^(D 7xy — At£7K]l&3£^^lll2£ <b U"C}ix ^llX-f^x Bzlx Cl 2 — 

B z 1 x 2--hP /< yy/K Br— Zx i> 

So 

t 7f yy©Y 5 ^''/'-/WMS^ UXttx ^JXLf^x ToSx 4— y 
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o/_ 2 , 3 , 6 - h ^ dnp, • r <'y^A 

7VK Bum, Boc, Trt, Fmo 

Ltlt, Wx-it, M/&i~SS£$£ 

Tv 5 b\ [7^3-/> ^^^pn7i/“/K 

5 2, 4, 5 — H)^PP7x;-/K 2, 4-^=hP7x7-/K '77 7 ^ 

f-;V7/l/3 — /K ^7 =Fd7x/-/K HONB, N-tKP^^'7^ 
K, N— t: Kp^ 77^/W5 b\ HOB t) 

Zo WM<z>T$ s y 

s: Ktf s JEv^*LSo 

10 0*) mt-l*. Pd-lfe5VMtPd-^i 

MyK^y^m, 

^7 77/Uy. b;xg£, M)7/^P^^77/V^'/i, b';7/VtP^tfc5V' 

9 S4V~fxi ^ h y ^ 

^7^y N t^y^, fc°^7^Wji£l;L£S:!£S*M, 

16 T^j- }, y ^ Ale £SiS5tft<>f 

— mztfa-2 o~4 mtemte&'/'Xfcs w*.t£* 

T -y_ /K 7 x_ ; — /K — /K /K ^7 9 wy—vK 

i?**3->V7;V7j Y\ 1, 4-^v^d—/K 1» 2-^*^^;*— /v 

20 bTfflV'<b;ftS 2, 4-^fP7x^Sttft7 I ;'-/V 

y b y 7 P b7770d' ^ K'-/^llt bTJlV'£>*LS/b 

1 , — 'K 1 . 4— '79's 9 J s f-3r— /I'ftif 

(D&& ET^^^3t-<fcSJ&^SbW-N b y try^e- 

£*b5S:i:ii#^b 0 •So 

16107 5 bttt, #!l;U2s £i\ 

T ^ 7 K£C0 a — ^ ^ K'fb UTlSS blfc.^, T 5 
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= 7 - K Ki©N^ffi©a- 

7 ^ j C W ^7 ^r '^1 

SrBfc^LfcgSII^&MiiU d©P5SeiCSr±flB^J: 

-So $NH£«fc >9#kttfc: 

- £;$s-e# 5 0 

Mbs 5; Kffc£#5^. 

#5„ 

ISf0x^7/^?r#5i:it ^ilx.^N */w^'^*T§;KOo“* 

10 /i/tf^VA'2s&iffS©T/v=*‘- /Vlti^LT 5 bfc^ 

f©7^ K#fcRlffcfc:Lt\ 0M<7>S6Sf^^^'Wfc&# ; 5-£^-et ; 5o 
1 4 2 7 3 <D^ft^^YtLtc.\tt<OmZ, 
fi£o-C. fc^VMil 4 2 7 tiCioTSi 

5gi"?>r. ^^-t?§-^> 0 s^zf- LTte. Mtil 

15 -fftfr 1 ?, 1 4 2 7 3 

^ Kt> U< { 2 T 5 . £j&WM£S§S£ ; Pri~ ; 5i§'£‘ 

0i^^lS©Mi: UTIj:, 0*Jx.fc£. ETFOa) ~e) MSBgc£;ftfc 

xmmif btb5o 

20 a) M. Bodanszky £5cfctf M. A. Ondetti. •^'7°^ K '»-£'>* (Peptide 

Synthesis), Interscience Publishers, New York (1966^=0 

b) Schroederjo «£ If Luebke. if K (The Peptide), Academic Press, New 

York (1965^) 

c) ^SlW^cftik v< '^‘ ! f' ^LfSOfcfc) (1975^) 

25 d) ^?60J! *kik^n$kmm U 205. 

(1977^) 

e) wtmm&vMm mum jsjh#0 




WO 2004/065960 



PCT/JP2004/000248 



45 

KSr$fr®W4lli“ ; S - t 5 0 

«t o -c mm tm\z.-$m-rz> - 1 tf-c# s u 

^^femio-CiSai^^^'t-Sw bfrXZZo 

1 4 2 7 3 §r=a— Ki“5tf V Kt UTf^ _hlELfc 1 4 2 7 3 tr 

5 3— K-f-S^gafiga^lJ (DNAtfcliRNA, gp^L<ti DNA) £r < a 7 PTt'5 % 

©*e&tLtJv , ‘d^5t>©'Cfc^”Ct> iv\ 14 

2 7 3%3-KtSDNA, mRNAfORNAtfe^ ^-efcott. 
-2|s:»-e*>o-Cl>J;V\ ^iDNA, “«RNA^fc(i 

DNA : RNAOM^y y KT?t> £V\, — (i“J&fc> 

10 ib. n-Ki) tfcotk ^ #=*— Kgi) *t?fco 

Tfe 

1 4 2 7 3 %3 - 09X.&* 4&HDM&& 

^iHRJ rirPCRi^^fflJ 15 (7) > 

(C'J; ?) N 1 4 2 7 3 OmRNA^SSI' £> Cl i: #$“(?# <5o 
15 1 4 2 7 3 *3- Kt5DNAi Uttt, ^/ADNA, ^/ADNA7^ 

y.- JnlB Lfc&fflJ§& • 3SaSftS3fe© C DNA, _h1Bb7h&Bfl& • 

DNA 7^77!)-, ^J^DNA©V'i“;h/T?t> JcV\ ^7 U *“ 

•^ 9 $ — $■£, ^^7!)^"7 7 — 7°7 7 C K, 3 ^ K , l 7 7 
V'-r^-CfcoTfeiV'. ^fc, JifEUTUtt -M^totalRNAlfefctemR 
20 N Vfab<D V 'Tlt^Reverse Transcriptase Polymerase Chain 

Reaction (J£1T, RT-PCR^ii&tt^) Cl t bX% &o 

1 4 2 7 3 &=i — KtSDNAiUm 09*.^ SH^iJ#-i* : 

2 „ ga^'J#-^ : 4 £ fcteSE^iJ#-^ : 9 X&t> £ *L 3 ^SSE^JSr ^Tt* 5 D N A, 
^TtttSa^U##: 2. gH^iJ#-Pr : 4 •^fcitelH^iJ## : 9 ’e^*?£tL i 5:^:S@E^J 

25 £ ^ 7H; >i?x. 1/ h tegzWTX^'l -f V t, iH^iJ 

##: 1. SE^IJ#-^: 3^fc»@a^J#-^: 8 ^StlST 5 / WBWfrb* 
5 1 4 2 7 3 £20C&Hin«0>iSH£ m, V tfis K^flH4, 

Hr7 P ^'— ® K*f"SDNAT?fetl/fiKtU^t> 



(D-etctv^o 
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2 „ 4 : 9 i££IE^J t s' 

^f/!)^XT’#5DNAtfC^ SS^iJ## : 2, : 4S 

: 9 X^t> £ S^lsIE^'J t %£} 8 5 0S L < 9 0 % 

£Ui. <fc >9 0S b < 9 

+BPH4tHfT/U^y XANCB I BLAST (Na 
tional Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 
c h Tool) &JSV\ UT<t>0ki* (S!fiHfc= 10;^ y^SrfH* ; 7 -t* 
10 /^!)y^=ON;-7>;^3T=l ; ^^^^37 = - 3) 

:*PC5:£Sfe* 

^ n — zz.y*f (Molecular Cloning) 2nd (J. Sambrook et 
al.. Cold Spring Harbor Lab. Press, 1989) Z\£ftoXftl£ 

16 Sfc N T|7|SC)7^ > '7 ? 7 V — 

#fc1B4ft©^ifefct£oT?T&5 St)0SL<^> 

S?*. V h f£ 0 L t 5, 

b y ^5^31^ 'f' V V *7 1 9 ~ 4 

0 mM, 0S L < 1 9 ~ 2 0 mMt\ 5 0 ~ 7 0°C, 0S L< tt 

20 |)60~6 5 0 C(Dgk\ t ¥ : &7F~$'o ~y h V & -kfflkMfiH ’fo 1 9 

6 5 o CO®^Ab0SbV\, 

x V ga^'J#^- : lXmfr&tlZTS. hE*35fc 

1 4 2 7 3 &=i — KtSDNAi: L"Cte N Sa^'J#-^ : 2 XWv £tb5i£SgE?IJ 

26 IB?IJ#-S§- : 4 2 7 3?r=i 

- KtSDNA^ Ltii, SB^IJ#-^ : 4tr^^$tT/-5^S@a^ | J^ i t> : ^^>DNA 

; 8 XWo^^>T% /S£SB?iJ^b& ; 5 7 y h&5fcl 4 2 7 3^ = 
— KtSDNAi CCf^N : 9 
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1 4 2 7 3 £t=i— Ki~SDNA<£>£gS@E^J<£>— Sb ^fcfci^DNA 
fc*fc£BB?!lG>-* ®=£r£^rb-C*5tf U TIBO^PJ(D^ 

y<ZfT K^^ 3 — Ki‘SDNA£^1H~S£:&t'CJ3:/c£< > RNAlr^tt^t 

#35l!Bfc ! S£;tr3b 1 4 2 7 3 

57yf-fey^ • C££S£) Sr- X &'— y-ftitfc^ 

^£*Lfc 1 4 2 7 3 *3— Ki"SDNA<7>:^@a?lJ1f^^^£txfi-U 
t95» •?: 5 bfcztf y 3* ^ K C^I&) 1 4 2 7 Sl^ORNAt 

10 S'^zf}) XT XTZ>Z.btfX*%, ^RNAO^J&^fcte^fg£Pl.^i“ ; 5- b& 

-e %&-t)\ fc^lMtl 4 2 7 3 PjgRNA^OffiSf^ffi^r^UT 1 4 2 7 331 
te=F<D%g%L$. :m%& * 1 4 2 7 3 S03SRN A<D31tR£fr 

XX X'TT Y, :£<fct/l 4 2 7 3iSRNAt#^K)l- 
X \) XT XT 5 Z b &X%Z>TV X X UTT KWb 
15 1 4 2 7 3mfcT<D$£^L*m • 

'MTtz.\¥&mz.^mxibZ> 0 mm rmi-sj tn, mmT^^xxuT 

XX^TTY^ ^SIE^'J Tfefc&^b^XT Y (%&W) 
b<Df£\X r>ft^£;i~6j b^ XX^TTY (^S£) cdSE^'J^ 

20 K (IS®) ©7 5 y^^raiS^i bTV'So 1 

4 2 7 33t^<£>5’ «^7t°y^'-^ 5’ ^6 *-*-47 • V If— K 

5’ # V ^zfT KtBiRM^J 3 K>\ SSSf =*— K3M3 $ n ORF 

SBIRiM^ K>\ 3’ 3’ S/^yKo-Aii, :Jo<fct73’ 

^^7\?X;v—X\$te'£. bV^#MiM3$£ b"C31^U5 S#b 1 4 2 7 3 3t'j5 J ?* 

25 bTil^b? So 

£ t>— XTXTZZ. b 

&X% ZtfV XX isTTYb^ tt^Wob rryfty^j -efo5£V' 

5 ^ So TTTIzZ/X • tfV XX ^TT YIZ* 2—XT^'T—D—V 

T-x bT v ' 5 ^ P '> y * i^T- K. D - V T-x b 
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V #5^^ 1 b\ Zf V K — ? V =*'> K 

'TrfoS^rO-fifccD^'Y zf<Oi^ V % 9 Kx 2 \'3r’f~ K'PN&Sr^ 

’TZ>*:(D1&<D7$})^— (0ij;tkf. WEL<Dm& 1 St&W&5 

®W*y -v— ) *^ w - (-fi-bx ^^y^ 

5 -liDN A^RN A^ICIW i 5 P V^^tt©#«fSrflF 

KSrM'-t'S) £>*l3o -£*i/£>W\ 2 

*iDNA, 1$|DNA, 2*iRNA, l^iRNA, $ btDNA : R 

$ (bK0&M^V X'Jrzf- K ('g.tcfc 

t><£>x KS:ISSft < te*ClSlfeb/t 1 (>©% 

\?W$fc<D& fitch <D. (#!lx.fc£x K 

b y bx bftif) £r^ot><£>x 

«|tlf Sr^l" 5 *£££ fc (09*.WU b. *** 

16 bfc£) Sr#ofc<Z\ #iJxJ«&fC (^ & is 7 **\ 'T— 

f ./fyt tf^'— % b^S'^'x fcvfcfcx b\ ^y-L-P 

£-) >^»#S (#iJxJ3x -tbs' #7^ Kft£f) &£*<b>ll | ]§l$£^bTV^ t><£>x 

^wb^^j (#i*.wCx r^y^^x ^y7i/Wiif) 
bffro^ (09*.rix £:JSx *?^tx SMfctf4©&M 

20 izZ) Sr tttSfcOs T/^/Wb#J£^ri“£*><^ ^Stbfe^Sr^po 
to (0ijx.{^x aTy-7-1©^^^) tfcotti^o --t' 

ixKj x r^sftj ^{*x ^°y y 5: 

£r^'fr‘t' ; 50#-'C&< N t>o £ 5 fct><E>£r 

^A/-ev>-C^v\ ^ ? bfc{«#)«x ^:fc>£U«i: o y 5'^^x 

26 T'WWb^tLfc^y Z'&XWV *>5V'W:Je(Dflfe<o«3R»Sr^tf%© 

tfootiV'o V'^^- K*3 J: TK^ffi £ tbfc ^ ^ bli^fc 

JK^SbjrifeSil^tL-CV^y x fcSV'W:3i— ■ tvK T^fc^WIBS^ 

^ : $t^.'Cv^x<J;v\ 
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V 5* 9 \s"3r s 7‘ K (^tS?) RNA n DNA> & 
(RNA n DNA) "Cfc-So ^ 

^ LT*° y ^ ^ K 

T5; fetLS^s *£ 

^><Dtd’t"'5 N t) £’f" ; 5ir 

-fe «fc 9 /h $ ft fc Ol-i~5o 
LO r. 5 fllfctfj. Kawakami et al. , 

Pharm Tech Japan, Vol. 8, pp. 247, 1992; Vol. 8, pp. 395, 1992; S. T. Crooke 
et al. ed. , Antisense Research and Applications, CRC Press, 1993 ft£*&- 

^■^^(07 ^}f\>tz. *9 % SS% 

15 J§^Sr^UTV^^<. V /K'/'-A, 5^n^7*TOJ:5^^i^ 

{fcS-StbfctK 

r £ # s "Cc? 5 £o ^ 5 UTM^B^il'Tf^iV'ibfrS bTfis 

t@Sf£ffl ; lrrt5&>fc y ^ ^6£©3X&^£^:to2rL'£><5 <£ 5 ftBa® 

20 /Jn y tf K> =*i/y.xn'-/vft£ > ) tV'ofc #J0-f 
£>{c£jr^ bV''fla® (Jr UTfi^ =* yyir <7)1^2# -($ (^!l^L(^ 3 ^'^t 

y,i^nndvio«— K =x— /Hfcftif) #ag»fb;h/5. r.5Ufc.t>©», &Bfc 
©3’ sBfcsi'tts’ %& m. 

vK*S^^bT##^S-i:3i s ^^5So ■£ ^^3 

25 ’ $S#>5VM3:5’ 

— if % RNa s e ft )£<D7> & k7‘ — if {£<£ <5:5^#? ^PJLLh - t“<5 tzJb<D & 
tH5 0 r 5 LTte, tfyai^w^y =i— /K rb7 

ai^l/vy'y 3— /Vizw?') 3— 
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fcSV'tiG ISfMl^t7 9 ^-ISfro4ftrt^4 

5 %? KtC>tf-f5 s i RNAte, 1 4 2 7 3Sra-Kt5 

RNAO-g|5t^tl0iW*RNA^ft5-fiiRNAt*fe5 o 

s i RNA (M 

Jfe^lJl l.©ml 4 i 5 6 1) btbfto 

10 si RNA{i> (#ik Nature, 411^, 494R, 2001^) 

#Zgm<D#V X? I'&T' So 

1 4 2 7 3£r=*— Kt5RNA©- SPSrM'i"* !> 

(#ij % TRENDS in Molecular Medicine, 7% 22lH, 2001#-) (d^PCT> $i¥£ 

PJ(7)^ y ^ KO@E^J=Sr^ratH-"CM5ti“6 d 5„ 

15 ^ftioy A<£>SR?iJ<£>— IfPSrl 4 2 7 3 ^3— K*r 5 RN A0- 

nririaotim^imSo 1 4 2 7 SSra-KtSRNAO- 
&P £» y /}'' , y*4 , A (31 J3 oT^Dir $ - 1 >/i^^iE?!!NU X 

ip»f btlZo 

20 2|c3SW<olfP^^K«r = — bT^s -hlBUfc# 

K^r 3 — K't'S^SSB^J (DNAf fcliRNA, £P£U<(3: 
DNA) <£V\, izfc, >f S J* 

DNA^ *f S ADNA7-f 1/7 V — ^ _hfl5 * ^MIbIcS c DN A> _b 

IS LfcjfoMS * c DNA7-f7'7 ]) — > ^DNAOV'ftl^tiV', 

26 ; 7'<'^ : 7 y — 

? 7 7 -y^ K>&ifv , *i*ti/ _ c?s>oTt> £v\, ^fc x ±isufc^asa • 

y mRNA®^trP^Ufct><^^fflV^Tii:^Reverse Transcriptase 
Polymerase Chain Reaction (Jsl~F> RT P C Rlfei! l>-<t o”Ci^ | t 1 S 
t>~C&£o 
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tttt, 

(1) : 2y : 4 'S : 9 ~V^t> 

Sr^rrsDNAoifs^ittSsa^JSr^rf-sDNA, ( 2 ) la^j#-^-: 2 , 

6 i* t^wr xw x v M u bh^j#-^ : 1 > •• 

: S^$tt>£tlZ7$;mSfflfrbftZ> 1 4 2 7 3 irUJClft 

gfiffSr^— Ki"‘5DNAO§i5^-^^BE^'J?: ; fi''t‘ i 5DNA^^^ffl 

LO gH^J#-^-: 1, Ba^iJ#-^-: 3 ;£fcteSa?lJ#-*§- : 8 ft 5 ^ 

/ U ^ xt| ?> D N A t : 1% IB^J#-^- : 3^ 

fcteSB^'J#-^- : 8 X&ft &ft3li£8s6B?!l 8 5 %U±.. U < 9 0 % 

g*_h % J;iJ^U<t4#&9 5 
A&£fl*JBV>e>ft£. 

16 ^Ba?iJoffiRH4ri, tg^14ti-#T/VXyXANCB I BLAST (N a 
tional Center for Biotechnology Inf 
ormation Basic Local Alignment Sear 
c h Tool) SrJBV\ ETF^fe# 10;^ yX*fiF*t" ; 

ij y^=ON ; yyf ^ 37 = l ; 5 =*T = — 3 ) 

20 

^- 1 /^ 317 — • ^ d — =^'y*f (Molecular Cloning) 2nd (J. Sambrook et 
al. , Cold Spring Harbor Lab. Press, 1989) ifH^oTfr# 

rffiR0>:7''f X7 !) 

25 *^IB«i©^iSfefctSo-Ctf^5 «t‘9^L<fis ^-rxh!)^ 

^:/ h&^#^oX*T& 5 c: fctfs-e# 5o 

0 mM % 0^. L < fc£$3 19 — 2 0 mMX> 5 0 ~ 7 0 t s #FS L < L£ 

^6 0~6 5t^#^Tt. 
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6 bV\, 

1 4 2 7 3 K (^Ts 1 4 2 7 3 b%& 151" 5 

FtSDNA©^ tTli, 14 

2 7 3<D^5)^$IS?y£^t'£^J$DNA^7d'^— £fflV'TPCRl£&vlJ:o 
5 a& 1427 3<d-ih5 

fo5V^fi^:|1^^3'-K-r^DNA®f>^-t>U<^i^DNA^ffiV^T^I®5bfc 

b(Ob<Ds''<Z?V i/3 cfco-CjlS'Ji - ^- ''4'?') & 

xfif— v /3 ^ (Molecular Cloning 

) 2 nd (J. Sambrook et al. , Cold Spring Harbor Lab. Press, 1989) &£f2<fc 
10 5„ £fc, TtT|gC0^-r^^ !)— 

PCR^^ro^fy K Mu t a n™ 

— super Express Km (SSia (t^) ) Mu t a n™ K (S 
M& (#0 ) ODA-LA PCRS> Gapped dupl 

15 e xlSfe, Kunkel&^ifOg^^acD^fefcSV'{i ; etLp5lCl2pC§^&^ 

Z.btfX*%Z>a 

?V'-l/{k£frltcl 4 2 7 ^ 

v ^ xfem - rzz . 

btfx^&o ^DNAIi^S’ Kx'i: ItOATG^I - 

20 b, 3’ *lJ(Cti«^-ll: 3 bT^TAA, TGAtfcttTAG 

^bTV'-Ck ±V'. 

^DNA7 &~f $ — 

1 4 2 7 3 fi, #IJ;bte!, ("O 14 2 7 3^3 K't' 6 D N 

A^@WinDNAlfM^U (ci) 

^ ^ — ^e— * — <7)Tii-ISt5 - b (- J; <0 - b 3„ 

^ZZ'-b LXtt, 5: K (#iJ, pBR3 2 2, pBR3 

25, pUC12, p U C 1 3 ) , ffiW-Wi&$fc£>7 f ‘ : Z ^ K (#!k pUB 1 1 
0, p T P 5 , p C 1 9 4) , ^ K (#11, pSHl 9, pSH 

15) , 1 7 7 r !1 ^7 7"-'^ U 1- n t> ypjx , V V i/z=-7 



25 
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pAl — 11 % p 

XT1> pRc/CMV, pRc/RSV, p cDNAI/Ne 
btl'&o 

LTJBV'-Sii'Si^ SRa/o^- SV4 0 /d^- L 
TR^p^^- CMV/n^f — ^ — „ H S V-T K^o 

Cltt6CC>9^x CMV^nt-^- SRa7 P n ; e-^'-^^^V'?>0^ 

10 ^f'SbV^o fiiEkiflSrcv'^ V t tTp^n^t— s la 

c7°a ; e-^'-, r e c ^e— X P L 7 p n^'— ^ — > 1 pp^D^ 1 - 

fi'-ftz&s spoi^^-, sp 

0 2^^-, penP^'-^i^ P 

H0 5^n^-, PGK/d^-^- GAPyo^-^”, ADHT’n 
15 ^E—* — &^tfS£f3;bV\, ^y^Kyy/n^E- 

— s p i 0 

V *'? s 7'< 9 s's? 

s/^-jvk « Att^p-^^vK niR-^— #-% s v 4 o»y^y (OT> 

S V 4 0 o r i »£•*$&*) h 

20 a$-e#£ 0 #— t tttt, 08;tW^ S?fc Kn^£BftiS5SBNfc GsTFs d 

h f r fflfrf- C *y b b (MTX) M14] > 

7'/tV!J (J^Ts Amp r twt5i^fc5) > S' 

V]®H£it'(K : ?- (^T, Ne o r G4 1 8®H4) 

btiZo CHO (dhfrl HM^tdh f rfifiriFSrWi^^ 

T?#So 

i&KfcU&C-C. ^i^ofc^^d-zygH^J^, 
fi®<DN^^ai^tt#p-t~3o *&^j6 s ^S':c ]) t PhoA 

• S'^*3vHB?!k Omp A • v'i/'yvVSE^lJ&i?#^ 
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W&iZ, SE^J> 

MF a • sue 2 • X XX A'lE^'J & 

i?\ x xx^ y x • xxx A'S hxj, a r ^ 

>$r ■ — 37 3i £2 >■ • i/X X/MISXJ> j/uffi # ) - T • X'XX /MIBXJ& X? 

5 # 5 „ 

r©i5iuttfi$ixfcl 4 2 7 3lr3-Kt5DNAlrttt5^^ 
UT^ 0!I*.WC* y tTl®, ^Xvi^BlSs 

li, 

LO ;nXai y t TS®e> t ttft, x^ytT-nU (Escherichia coli 

) K1 2 • DH1 [ yp^—yy^X • XX • if • t J /at^ * Tt>*f%'~ * 

. -^^X'XXX • XX • if * 3 -— (Proc. Natl. Acad. Sci. U 
SA) , 6 0#, 1 6 0 (1 9 6 8)3 , JM1 0 3 O ^ X$/;7 • TVyX 
• y if — X (Nucleic Acids Research) , 9#, 309(1981)) , JA2 

15 2 1 (v 5 -^ — -f-fV • XX • ^^37“ • /W Xd'X — (Journal of Molecular 

Biology) , 12 0t, 5 1 7 (1 9 7 8)) , HB 1 0 1 [i^-X/V • XX • 
^E-X^X — • , 41#, 4 5 9 (1 9 6 9)) , C6 0 0 C'Xi 

(Genetics) , 3 9#, 440(1954)) 

btn MtUS, s^/l'X • XXX7V* (Bacillus subtilis 
20 ) MI 1 1 4 ('X— X, 2 4#, 255(198 3)), 207-21 CX-^ — 

~f-;V • XX • h y — (Journal of Biochemistry) , 9 5#, 8 7 

(1 9 8 4)) (btl/So 

tttt, Mz.lt, if y^n-74^ bl/tVx (Saccharomyces 
cerevisiae) AH 2 2 , AH 22R , NA87 11 A, DKD 5D X 20 
2g b— 1 2, 'y/f '7^P'7i''fe^ X X^< (Schizosaccharomyces pombe) NC 
YC1913, NCYC2 0 3 6, fc°=¥T MJ7, (Pichia pastoris) ft 

a^^ia f&tisXfe, Wx.it, ^/v^AcNPvo^tt, 

S (Spodoptera frugiperda cell ; S f ^IBIHil) „ Trichoplusia ni<£> 
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1 jiTOx Trichoplusia niCOpfi^COHigh Five TO lBflt3. Mamestra 
brassicaeSjfeO&Eli&'SfckiEstigmena acrea&5l5<£ , £ffljjt3^ £>tl/S 0 # 

^/W^^BmNPV©i^H (Bombyx mori N ; BmNW) 

f £fflJ3Si! UTte. tfllXfi. S f 9$BB& (ATCC CRL1711 
5 ) . S f 2 l£B8& (£l_h. Vaughn, J. L. b, X V * *?X# (In Vivo) ,13, 

213-217,(1977)) 

UTfri. #X (ttrfflbx XXX-v 

— (Nature) , 315#, 592(1985)) „ 

WlVoM fetVXfe' f/V»COS-7, Vero, X-rX— —X 

10 (£J(Ts CHO»^B§IB) . d h f r 5t)SXX«X ^ 

^^-XaA^^'-HISCHO GsHn CHO (dh f r") &fflfi§<bB&iB) . ^ 
^XL$BJ§&, -7^AtT-20, -7^5x12— 7'7bGH3, t 
hFL^aBS, t; FHEK2 9 3 btbSo 

j . d x* v—x^xx • xx • 

15 X • tVatA' • TX7X^— * XX • XX m^-'XX X • XX • X * 

' — (Proc. Natl. Acad. Sci. USA) , 6 9#, 2110 (1972) */ 

(Gene) , 17#, 107 (1982) ft if KlIB^O^ife^oXfT ft 5 - ^ 

So 

#IXfc£. ^1^3.9— • 7VF • 

20 7 )\s • v’x^T-f (Molecular & General Genetics) , 1 6 8#, 1 1 

1 (1 9 7 9)3fe^nd|5<fe<D^ife^oTff^5 - 5 0 

BW&&3£WlBlfe't' S > 09*. f£* ^ S' x X- X v m yXX a 'X— (Methods 
in Enzymology) , 19 4#, 182-187 (1 991). Xnv—XvXX 

• XX • X • tVatA- • T#XX — • XX • XX^XXXX • XX ♦ X • ^ 

25 ■ — 31^31' — (Proc. Natl. Acad. Sci. USA) , 7 5#, 1929(1978) ^ 

ifitZ. 5 w So 

09*-tf* ^xxxx^xnx— ( 

Bio/Technology) , 6, 47-55(1988) ft 5 - £ ^T? 
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h n-yP. 263-267 (1995) (5frP*±3^T) x ^ (Virology 

), 5 2t, 4 5 6 (1 9 7 3)KmWi(D^m^^Xn^0 

r©j;)^UX 1 4 2 7 3Sr=a— Ki-SDNASr^i-S^Bm ^^*-' t 

5 btbZ> 0 

lil, fikmut 

tm f^hD^ ^***frx 

10 jjgi: bTtex ^ijx-^x T>' c &— 58@&^LiSx X* ]) '% x 

y<zfb>'^ iJ'M'ils* suffix X 3 bfDW^Ut^^ 

wmmm. mmmt im m^x v xggx? mi- bvv 

^x **, n^^x ** 5 yi, & 

^{JEiSH-X^ if Lt £> =fcV\, ig±fe<£> p 5 ~ 8 bV\ 

15 xixx U t71i^*t5i«i Uttt, 09*.f*x ^3“^, 

$ /^*-^t?M9igit& (3:^ — (Miller) , v 5 ^ — X/V * XX * * 

• y{ 1/ • - 3 r Ix=3r . 3 . f 7 — ♦ 'X;=.XXW 'jy^X (Journal of Experiments in 
Molecular Genetics) , 4 3 1-4 3 3, Cold Spring Harbor Laboratory, New 
York 1 9 7 2) £ r. iC&SSfc «fc 0 T'n^e— 

20 - 5 fcfe^x ^i^.rfx 3 is — r x k y ^ r * y /Hfeo> «t 5 teMft . - £ 

^-c#<5o 

trllofpx 1 5~4 3°ce^j3~2 40# 

Mtf*v\ Mia^x aS^-^SH^SrJn^Si^fc-C^So 
?jf^;$S/'^XA'X MWcOWi'a, 3 0~4 0 wm 6~2 4 

&v\ tbX'ZZo 

rg3Et>mmx'&z ztm-rzm, mm tv cwu ^ 

X— /l"X— (Burkholder) (Bostian, K. L. £>x XnX— 'XX^X • 

;$-X . -tf . XX3 X/i" • T y? X 5 “ • XX * 1M ^XvX X • XX • if • ■='-“" 
— (Proc. Natl. Acad. Sci. USA) , 7 7 3=1, 4505(1980)) ^ 



25 
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0. CBitter, G. A. b, 

• Hr~f ' if * -f">3 'jrjv • * iM X *.XX • if • ■=*• 

- — x^.x — (Proc. Natl. Acad. Sci. USA) , 8 1 #, 5330 (1984) 

5 $J2 0 — 3 5°CT-&J2 4 — 7 2B#Hfl?T&V\ &5?toS 

Grace’ s Insect Medium (Grace, T. C. C. , *f~ Y" (Nature) , 195, 788(1962) 

) fc^SMfcUfcl 

2 — 6. 4 UV\ 2 7°C 

10 *e$)3~5 B|BM?;fcv\ iMtcj®CTai« J ^8l#Sr*n^.So 

%&£**>&. igi&k tm 

5 — 2 0%CDj}^i^^jfiL?# ; Sr^-tfMEMi^% CiM^C-^ (Science) , 12 2# 
, 501(1952)3, DMEM^i (r ^nni/- (Virology) , 8#, 3 

9 6 (1 9 5 9)3 , R PM I 1 6 4 0fgd& C'X-Y — X/P • ^X • if • T 9* y # 
15 V ♦ y y V (The Journal of the American Medical 

Association) 1 9 9#, 519(196 7)3, 19 9igi& (Xn V— v>VX • 

. -if . y-tf^^y y • y if • /^y( ^ (Proceeding 

of the Society for the Biological Medicine) , 7 3#, 1(1950)3 & 

WJlV'bftSo PHfc£&J6 — 8-X?hZ><Dtfffr&. UV\ 3 0 — 4 

20 0°C-em 5-6 0N?MfT*V\ M(-J6i:tl^S^^0X.5o 

5 iat, 14273 

2r£$ciirb£>3C:£3 s X?#£o 

1427 3«r^«i»fiii-5^tt, mr*. Tmnxmzx <9 

fr& 9 Cl ^> 0 

o^&-T?BSflc*>sv'f4»iiiasr^(i2e>^ j&frsu y 

X^— ^*5 «£ tf/-S if (d J; o 5 V 'ttSBiaSr?8ES lXc<£> 

*9 1 4 2 7 3 

ft5 0 S!K\ h y f^x 
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-10 IgmM'PlZl 427 3^ 

iu, ±.m&M&z> 0 

5 g • wtifeSria^oKijia^^Tff 4c o - 1 s. 

iSIfei tt(4, 

■f-S^Sfex 38#fft, Kfl^iBiSfcx ^M^iSfex ^tFSDS-^yr^/VT 
5: K^m^Sbfeft^^ U-C^fftoSISr^ffli-S^x 

T7>f ^t^*-**^ 

10 yy^'- aJWBi<53i?Sfr^ci*^ b^9 7-f 

—ft ^<7>®S!7j<t£<Z>^£^JJBi"5;fr&x $£®/&®i(t$Mftifcft if(D^®^;(7)^^rfiJ 
JBi-5;frfeft£#JBv'e>ftSo 

1 4 2 7 g #<k£U<D;£1fe 

^masn-rs r i: as-c# &„ 

ft £5. 1 4 2 7 3^ »Sil&^/tr±f#3KSIfc3fi^ft®fi 

GMtefctlli&to x.fc0> tfy^y^KSr 
£ VC# 5 0 g6SC#fl|iB*3ifc Utfi^ 0iJ*-teCx h y y'V 
20 >\ *c*rb}) 7 '>'*/. 7/Vdf=/HyK^f^- : ifx — -£x 

y'y = ^— ifft^asjSV'kJxS, 

£>< UT^Ri-5 1 4 2 7 3 (D^tttex ««Ufc y K£<7*£^ia*5£ 

Ay Ty-fc^ftiffciJ: 0?!l5£i" b&~£& 

<5„ 

25 1 4 2 7 3 m^ti“SK:^t±x 1 4 2 7 3 £SSf®5 UWS^Lfr'Cifotbtfx *°y ^ 

n — ^-/V'^c^x ^ey ^ n— ^-/vfe ! Lft:(7)fprti'efcoT^ t }:v\ 

1 4 2 7 3 ^^i“‘5^L^^x 1 4 2 7 3 $r3jd^£ LtfflV\ g#<k&0£vffc 

fcdS-C#«o 

C^e y y n — ^ yvH7iffc<DfNgo 
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(a) 

^7n^yh7^y h^^7n/fyhT^ybm 

5 L'C’b «£V\ 2 ~ 6 1 ®-f o x ff2 — 1 OHJg^T&:bH3o 

ut«, #Jx.fc£, 1*VK ^5'*'' ^ 

fetLSdS, -^?;*:}3£TJ t 7';' M s $?3;b< 

V' 

w**j5«:£M!iU 

b b Jci«t V > X: / ? ti~X~/^in,W-M£.''''4 ^ V K ^ 

b&X%Z> 0 #l;tfc£> «© S 

£|f £ ^LJkft £ £i2rfctf>^ StfrKiSgr^ bfc^^Jo^tt^rTliJ^-t - & ^ 

15 bfck'OffteoZbtfXZZo mx-&. X y b 5 

— (Nature) , 256#, 4 9 51 (197 5^ 

) ) Kft-^nn-tzz-bfrxzz o ^y^^ 

ix^y n — /v (PEG) -^ir £f^b<fi 
PEG^ffiV'feJt5o 

20 #ffiffifali&fc Vttt, MJUt, N S — 1 , P 3 U 1 , SP2/0 teZ&mtf 
fetb<5/5 s , P3Ul^fftU<ffl , '^ti5o fflV' 1 {WWM 

IS) : 1 — 2 0 : lSJStJ)^ PE 

G ($f^L<(i, PEG1 000 — PEG6000) ^1 0~ 8 0%fe!£<DM 
gXfflJaStl. Jlft 2 0 — 4 0 °C, £f £ L < t±*& 3 0 — 3 7 t C"C$3 1 — 10 #IW 

? ci-t/Wi4W/y K*-* 1 ?<0*9 V '-;=•>' 

(#], ^ n^u— - b) ^x-x^^y K— 5 ^i##-U#3r$5;frnb, 
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It^nr^ yAlrlPi, ? p— 3:£i£> 

ig^-hft&^P U Ufc ® &W 

5 H^^^bfc^ey y p— 2 vMt uffc^r^tH't* 5>frSo 

5; V?^) £f$&fjp if-eff * 5 - 1 So i§S'J*5 J:t^w 

Witltfi s^yy K-7Mtt*#5t©^e.li^i: 

10 l~2 0%. ^t<ttl0~20%o«wt: 

lirifR PM I 1 6 4 0$p±&. 1 — 10 %<£>^J} r j^jfctS^ltrtl'G I Ti^itil 

jjs&^Xit (%) ) rf y K— (SFM-1 0 1. 

07.kM^ OMc) ) t£t°%m\''Z)Zkf> t X*%Z>o ai^-2 0 — 4 0°C. 

»^u<f^3 7°c-r?fcSo mm&mte. m% 50 - 33 ™. ^uan 

15 m~2'mmx*tb% 0 3#gte. ^ 

zfy K — =7i§^X?#co^i'^ , ®}iN JilB^feiJfiL^ c 1 :, (7)fe ! L# : '® ( ^ > ti!l^^ IrMH^UT 

s 0 

(b) ^ y y x2—'j~jv^jiW-x>'^M. 

^e / ^ a — ■ 5§if y * n — £ 

20 m, mrm. 

tfcjt&u ®^K#&?£. (flk DEAE) ^£SM.3t?fe. 

^AfcSVMS^p?^ isGftg 

©fe) W^o-OfT^ 

c# y y p — 

Lfc^oT^it-rSi^^'CtSo (1 4 2 7 3^CM) ^ ^ 

^ y 7 - — 3 g g g i: colS-a'^^ro < <9 . XflSco-^E- y ^ p ^ ^ ^ 1 ^ 

1 4 2 7 SKL^hf-S^L 
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V T— §aic<&®£:i8«fctf** V.r— 

5 i£(D£ o t£b<D%:¥<D& o <tV^s % #ijx.}^ Visskf^T 

*7*^4 n yuy]) ^-/V* 

£rfi*lfc*e^'7 P '7^ 1 ^0.1~20, u < 1 ~ 5 (DWl'S-XU 

I) T— <D%'X}) :/^K:{± n CD^|-n'^IJ ; lrfflV’ > ‘5 i: 

10 ^^/VT/i'ft 5 ^ W 5; 

tBjMMfcfcfcfrL’C* 

tea#, fttozaub* 

h7i?a/^ v bT^v Mr^tttJ: 

16 V\ J£-§.»± % Ifltl2~6lStllllfo, tf$J 3 ~ 1 0 5 w £ ^ 

X%Z)o 

# y ^ n— -TvMKflcWu _h|E^^feT^^$n/cRt?L®]^i^JfiL^s J&zkfti?* 
£?£ L < ttJk$Sa*e>4*Bii"S w t &X% 6o 
fctifctt^cDzK V jn=t'-'t-/i'ffC#fiS08lfelZ* ±&<DJktlt r PG>&LfttiE<Z>iBII&i: 
20 |rI#{c UT$I'J^'T?# 5. ^ y 9 n — -hlBco^ SW'— 
^fcte<D&MmMtmM(Dftmyvx'y '^(D^nmmmm^xn^^^t 

&X%Z>o 

1427 3ttTi^> atj»*a«t *mmmMtek*xnm$LisX&'o , 142 
73©!)^K0i mmmt im a- w 

25 (oleic acid) ., VP ^ h (Palmi tole ic 

acid) „ V / “/M!i£ (linoleic acid), a-D/l/ ( 

a — 1 inolenic acid) % y V J \s (y 1 inolen 

i c acid) „ 77^ (arachidonic acid) ^ K 

^-^-^df.-^-rr.Vgg (docosahexaenoic acid, DHA) ft 
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<WfflV''btLx (Palmitoleic aci 

d ) ]) y — (1 inoleic acid) % a V / Is (a 1 

inolenic a c i d) x y - V / UlsWt ( V - 1 i n o 1 e n i c a 
c i d) 

5 im & (0ij, i«> m, thy^, 

# y VJ±te¥<DT si'll V V ±M&M) te¥k<D 

^SfflV'ibftx £: y uv\ 

$ 1 4 2 7 3 b Is 7*%; A# bfcB^Klx 5o 

10 ^oTx 1 4 2 7 3, 14 2 7 3Sr=i-Kt5DNA U^Tx 
A^IS&SB-ra#'a‘/5 5 fo ; 5) x 1 4 2 7 3 CgTFx 

B&IE x WJ(7)DNAHMt57yfty^DNA (£TFx 

V^o , 

15 ( 1 ) 1 4 2 7 3 (DWi 

^!lx.{^x £#rtte:i3V'Tl 4 2 7 Stfa^UTV'SfcfcKix y ;2f ^ K'e&'S 

( 1 4 2 7 3 

a) 1 4 2 7 3 ?riSf mt 1 4 2 7 3 Oi?riySUt 9 x b) ("f ) 1 
4 2 7 3 — K1"5DNA?rE#f'tS4t^^'S?> ^ k (iiioTx 

20 V'te (cz) 1 4 2 7 3^3“ KtSDNA^rjfAl'M^'S 

fc^^x ^/cg^iCio-Cx 

4 2 7 3<D*?fii*P^^x !i i f 5o 

1 4 2 7 3 tfcft$^P|©DNA(^ #>J;tfcEx flit <£> 
^ry irn— fliflfrfrfl?fll^ / f1Mfl x 
25 (act 

H) (»^C<«x fliflfi£fflfl£^btf>^y -fen— /I'Mffl^x 

t^mD'-zn™, fliflfi^fiWJfl^x -fy^yyWWfflx * 
m 'xmmftm, §> j ( acth ) ftwwuv?m 

UtV^0t% mffiBJ&frtbVJfV irn— /v^^=^ti5^iJx 
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aMvwe:-' (ACTH) WiMsftMMfflM (£F^U<te, flsFfrfcEflS 

frb(Dtf ]) /ydfej}£#lrfrJ£lJ, jk^yVfe-fen-— /WSfF^J, HaRfiiri-MffiftftM' 

(acth) 

5 ftwmmm tezk\sxmm-z*>z » 

3=f Cx 1 4 2 7 3Sfctt*J6W©DNAtt, Sr^fS* 

mmmums »m#!#3i*^ m 

flelflUE (#11, ilLDL-^ — A'jfn.jE > i® U tf?y h y 

^"IJ-fey KjfnjE, ®HD L-=i ut.v'U'— ;viaM) , ttoMS'ft:, 3fe'hSE, 'iMS 
10 1, &&&(£$* Ml, IBJ»3£. TSIWilit (#Jx.fi, TmWmW8k1fc ( & 

rm, rmw-^xm. mm, 

jfiL^E, , & (#d*.tf, *:»*#) > 

p$^ 4 ’y* v >t wv^—, & 

-|43l#£fC, y VlflliOE, iftjlfllirSE, 1|FF ASe, flilfrfff, 

15 B*W, flfi^ffi, S^IW, JUt*/!^^ 3 ^ 1 ' 

(CCK) , #;* b y y y^f >"t tf h V '—■ y <~f^~ K (G I P) , Jf^b 
\)l/ s ?A'jJ*y16b<'7?‘ K— 1 (GLP-1) , y*^ 

K, -fey ^ 

f -y-y'y.yvy.p, ^a-Pfyvy Ky, 

20 xy^7r!)7i, ^7"f KYY/iiO ©5H&WES, ( 

#jji > ggfm#3* flSflgjkfil, MS, S&flJWfb, 2fe'M, 'MSS) 

^fc, 1 4 2 7 3Sfcirt^WDNAlj;, #RJ;£, SbJDRffifk SWPfa&fW* 
^/&:&J;U^;ftkGD$c^;S£ (#!I;t{i, ASiMIRSfl^E, 

25 Ie, Itt-L'iSl, 

(PTC A) f(7)Stjf, 'MSS, ifOTkf 

&l5tiWiNm{t&. KiKffifefT, JTW'f (®SI> fl^SS, JBSttJjfu&if) . 9 

y^'SS, F^jfiLW'S^P^:, ift®!, sfemfrSS-fiSfiE, W#, Ta n g i e r ¥ 

] N ttp- m>wsWM 
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m (chd) % 

T m • f&SfcSI t Lt 56 s -e# So 

14273ttMM©DNAH (AC 

TH) UT* 0!l;ifc£. ACT HI41I, 

5 amas, «f#P*$s sfw. »iw. 

Mshfe, 9 yi/l/#l£$k M ( 0 k *t , 'CH4IE8k MsklZ, 8 
faBMSz&MIB&k. M<#k M8M, ftt±?^ Wik^St 

gL T. i&# V V J*skm, iS&=* W 

sm^#^) . imst ut 
io c#s„ 

423 7t^LTs 0iAfi. to-/i^s 

DlfififKfB . jfo. 4 1 tJOi'-fe n *— . -l' D ^3£inlll 

fjffMB. (ACT H) #«fc®M!stfUB 

15 ®TfE;fk ^ y vj&tftw pfrJfEffl. * 

(ACTH) #*fi#WMftMB) fliJt&$lfl& 

^ £> co If y ir n — /^fi5cH®5^iJs Jfo.'f 1 ^/Hr cr — A'pltfi^ik 

-f ^ y ^b^WtiSBk BJW-SEWJ**^^^ (ACTH) 

^W»3SI (&£b<fi. jk^^Vw 

20 tD-^T^j, jrejfe^HWw&i^k * M^iPMiflRk 

(ACTH) ftiffc ttfl-Cfe^o 

£fc. JjgMStfi. 1 4 2 7 3 Oix^^/MSStfKIllf^Pk ^fcfi^'^;/ AA' 

#ij;U3> «<#§. wmrnmm. irb—^y^, r 

'y K — 'y^ , 8fJ&*PfBJEs Mc^^M-Se. iiiflgifiL^. Sh MM 

25 it, m^m, fctismm, &mmmm, r«. m mm. Tmimmmm 

TSf^ffjll^igi&TjliE. TM^/hASiE. MjwSE. ^fcffigAjliE. ^v'y'y^'M, 

^^9^^'yjtm, , as (Mx.^ am 

m % iBtt^iw, iii^, jsik^^E. -r y ^ 

itell, JiG'f y '-/JfiL3m, ^jfiLi^^ HFF A3k^ BI*t*14J!l 
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mm, wsm, te&m, ( 

m, (cck) , K (G 

ip) . i (glp-1 ) . y-^b*? 

•fc^W’i'x ^yT^r^'fvW^t 

x— n^:/^ xy-{r77l)yi, ^7'f‘KYY^if) 

(#^x $t^<#ix i«flif]fiU£x BE?®x SbMSH'ffcx $N>£Ex 

s> o¥es • h u^saas^i^ 

jfc, BIB£l£tex #i]x.k£x WjM^bx SbflfRiR'fkifeE^ASsit^-tttb 0 ^ 538 ^ 
10 C^Jx-fcfx T^n— AttSjBJjWt^x ^BSWURBISSEx 

i-L'^rotttSiiilJMiix (PTC A) tostif, 

,«s, ^Lsfii^©AjfiLtt'C,^JBx raw* 

jgtfr, j^z£t£ (I@lx BSS&x BStB Jfn.fr if) X BSiJfa.W'li^n^x 

If, jfe^flS&ffcjEx W^x Ta n g i e r#ifrif) x Tyn — AftSblJRfi&fb 
15 [fllfcrix SSbHIRgeS (CHD) x BMjfo.fr if 

££>fcx BiBfi^tex (ACTH) UTx 

mx-&, A CTHgMix J&lfefiEx ^^ttl'JW^W^tE^F^x 

20 ftHfctttfcBx M^x ffifl»|t«x SFWx J&StfeKAx i^ifiLffix 

(Mx ^^ttBE^x Mx ^jfcffx nmmn, wmfej&mBigk, 
g-z&m, l^Ix #*§. C £ 5 JiiEx fflittiBx M#^$x 

y^-iSTx {&# y ^AifojiEx ipv^tp-^ w^tg^^x fijfo-^tt#^) x 

BJW-SICoSNi* if £ tttlts c i: 5 e 

25 (id (iim 

BIJfeM^fcfil 4 2 7 3 Sr_hl5E^^ LTffflt^i^lix 
TtyflKfc-^S C i; dS-C# 

— y^x *^93<ODNA&-t1B|E3gi: UTtffltSi^ftx $^©DNAS: 
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hP T^VlM 

j\s ~j* y ~r — ^ ix K /U'^-^y y Tji b ^£' , '^y & t'— L^/L ^n 

1%m^&K&'oXnM-fZ>^b&X~%2>o ^iK>DNAIl *©**-<?. & 

tbK, kpWt-t/w 

5 Oct 5 feXrr— ^yW££o - Ci£4*-'C#3o 

a) 1 4 2 7 3 b) ^^©DNAil, 

jfe Ufc^J, U XX;^n, ^ 'J W y n # ^-feyH&lfc ^ b ttgP 

m%-&. a) 14 

10 2 7 3 3;fcteb) :fc#W<0DN 

B&flU -*fcy/K IMBflU SfeJSW. »^M*^i:fct>K:-*K:»>e>?>*tfc« 

t^to-cUltS- b&XZ 

Z> 0 ZLfrbb MM lJi3o it 6 ^r$)$c:£;fkte:}f ^ £ tifclSffl <^>3® ^ teSSi## ^ H 3 

15 ^J. bT}i. mtfs ^ 

h^yfVK T 9 tfT 5 ^fc^rn^tk SnSItk 
-feyi^n — ^0i 5 j&J®^ 3W, a— Tyi^^ftW-t 
5 &B^(k£<k y.^T y 5 fciHflWRk 

^yl0})l/(D&ot£^$fM, '<'*'— T^^E-y Tft^fdte 5 ^ y -®t 5 

20 mn mtEMm friox^^xih^ r* * 

/f y^Wi: ^ b tlia© i t5 ^ i ii s T^ 5. ®M(Dtc 

5 yywf»oiSH®K)ft, flFF-ifefc 

b*(D£ 5 ft tz. \mm £ 13: £ ft if (Dmn (DMM'MM 

25 tKs ^ (03*. D-y/Hf f- 7K D 

_- — yK b y y-kft^) ftifflSJflV'&tu 

^!ix.{'i> Xyi^ra— yV (0i] % zl&/'— /V) x /K y T yV ^ — A- (0!l> 7 > Dt'V> 1 ^ 

y^-yK ^y^^w^^y =-/v) % (^3. ^yy/^ 

^-fso™, HCO-5 0) ^^t^fflUT^ctV'o 
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V S?/P7/ V =1 *-/v & if £ ffiJE UT iv\ 

s^x (mtf. v ymmmmm, sesw-hj 

t>j*wmm) * mmm i cm^x mt&vmi'tt 

5 if) s (^Jx.^s t =i‘-/w*if) > 

ifcfcM (#i);tfSx 7*y— /uteif) > l£fbB&ih3!l ft if i: 

BB^u-cfeiv^ jis^r^/wc^snso 

~<D£?\zVxnbfrZmMte£i£'e{&m&X*tbZ><DX\ #J;U3x fc h^nf 

?l«j^j WZ-&, 9'yb, ^=x -r^x 

io Dvvftif) 

1 4 2 7 3®8#i«, S-5-fcfrfex *h»tffx ^x a^&ftift-S!)^ 
^tefo5ri s x (M6 Okgi 

ut) (c43V^"C«x — 0{CO##5)O. 1~1 0 Omgx 0Sb< 0~5 

Omg, £ <9 0£ b< 1 . 0~2 0mgtl)5„ #fr^P 

i6 b\ ^ti», isttx a#^«fe*iffc«fco-c i t>m 

frS^x #ijx.f£x (#®6 0 k g t b 

X) IdjoV^T^x — P&co^$)0. 0 1~3 OmgSSx 0Sb<f£)i£jO. 1 
~2 0m g m^x £<90Sb<f£$JO. 1~1 0m g m^£M*&MK:£‘9& 

o ftfeO®]#)<D^^bx 6 0 k g Hifc t> mtfeHEUfc 

20 

^^BjcoDNAcoa-^-i^x >^f^sn§x 3 e^x 

&na#o#£\ — aW^J^-Wfx (M6 0k 

g £ tx) tZlrJoV'TfSx — 0 Klo#$frO. 1 ~ 1 0 0 m g x 0£ b< {£&*J 1 . 0 
~ 5 Omgx £ 'O 0£ b < f£|fr 1 . 0~2 Omgt'fc^o &)liZ.1&- t =h't' Zb 

#^fix -toiiaa^-dttta-^^x *hw*»x ^Ub a-^sfeft if kj:o-c 
t>MftSfl*x $j| x. f£ x X.(ix (M6 0kg 

£ LX) td^oV , >T}'ix _ 0 0 . 0 1 ~ 3 0 m g^Mx 0£ b< f£/1§ 0 . 

1~2 OmgS^, £ V 0S b< 0 . 1 ~ 1 0 m *9 

.&-¥-fZ)<Dtf &%$&-?$>& o itiKDm^KDm^b. ftM 6 0 k g ^fcV ^#|#b 



25 
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6 - t 5o 

( 2 ) 

-fu — zf t LT 

t h^fcfMfLSiJ^ (#>J;tkA 9 * K ^ 

5 9. DvVft^) u:43»ts 1 4 2 7 

Kl:3“ KtSDNAtfcftmRNA^M Gfc-fis^Sfi?) Srtfetti'f‘5 ^ ^ 
'C^-ScD'Cs #!l;ifc£, ^DNAtfcl^mRNA©M§, 

{ST^ 3 . ^DNAtfcttmRNA (DWi P $> 3 V ' ^ 
t UT^T'fo^o 

/ 5; 5^* (Genomics) , I5t, 8 7 4~8 7 91 (1 9 8 9^) > 

♦ it"? • If • 'fi/a'f'A' • T%7 s ^'— • * If 4” =c-lsi/'< X • 

• , 3 _>— .^c.x.rc.'— (Proceedings of the National Academy of Sciences of the 
15 United States of America) , ^8 6 3§?, 2766~277 0H (1 989^ 

) ) *£££ 0 isifci-s £*:#•<?£ *• 

-0nj^.(i N / — y^if—'>3 isfck <9 1 4 2 7 3<D$£%Li&T&& 

1 4 2 7 3 1031-^3 #5^ 

{Biftgfg|9ftS % -yh— is*' M<;Jp§W3!ie. 

20 #§«^ iUjjiJfiu^ iwb, a^c?^ ‘L'ffifitm, &m'mmm, «. mm 

m, T 'SftcBMBPW (0!l*.fi* TSfMfc/hAS* 

£e % iteiH&XSg* 9v 9 s's9m^ -^^uy 

, & (mti, *mm) * wws&^ 

^ y yrw^-, JiBJfcSW4* BBESSSf* fcttJSiSft, V 

25 S5jfi]JS;£E, liFFAfe jR 

(011* 3 b' v'-^ b :3 r-“ (CCK) * b y 
s/^yytif hy-^y^K (gip) * yf^by:/* f 

— i (glp — i) > y-v f ^9 #y> b y k* -& 9 \ >\ 

y 7 ^ 7 ^ ^ 7 ^ 7 ^ k% ; E• : 9 v y>'^ 
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— KY, xy^r7 7!)^ K 

yy * if) issfc&gsj&* (Wfc. ffiagjiiue, 

BB#ts SblRflS-fb^ 'L'MD 

5 y yiaU 4 2 7 #!£££. 

m mz - ft . 7td-«i 

SUbfil, 

(ptc a) 1£<D?f$e^ 

jkW ; &^ / fb^^r^t?WjM^b3m> ®53 S 4 I (BMSs 

10 lawifiL^^) s mjkwms^ *aiu *&. Ta 

ng i e r C 

^ijx.^ N (CHD) x BMifo.fr ^ s BSSftit^S2£:fc5<fc'U ?; e<E>^ 

3§|£ % (ACTH) ftmmig, ACTHi» * S' 

mmms mi^sw^s *mbfiy»5®> 

16 6rtfi£. », *£Ri4g!A. ]®jfiLBE, (^Jx ^'frttBE®. 

#ltt x itjjfnjEE^ 

i5£, {±SjfiL'l4^H> st#tt>l^, 3£*(gfF, iB 3 *' 

*^n'-/Mfiu WKrtgMT, s IWMt©^fr^©gS&te® 

20 *C#6„ 

^fc. y —- is 3 '^lz£<0 1 4 2 7 3<D^mm0^ta 

ZfrltlWr'ul'is 09*. f£* 1 4 2 7 #l£5&tl&lpls 

mmmmm, ^-h-^ »!*«#&«£* ^ 

#!tt!ll£^ iSJBgifiUm. #jB/faM4b> 2fcC>^ £'«&«*, BE?S®. BE^ 

25 j£, T®fl=BM&HE3F mz-it, TS#t&2i#SfB<&T^ J%M 

0, ^c^g:A^> * HS'7v??7‘Z'ib.&s 

. S (Witrf, ABi^) > (Sifcm3m> 

4 V BgB#gtt> BsB^#^tv *ttlSSSC. SS^ V i/faM, 

iKMm, ^ffa^ ^^ttBgB^^, BgB^BT, mm±mmmm, m 
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(#k (CCK) , If* b V 

K (G I P) > If* b V is. jfAsiJ =* Y 
— 1 (GLP-1), V*^^y. If* b V b\ -fe^ 

^y7^7^'fy777^t/V^fK> -tf-T^^P, —3. 

5 — ufy^y. ffy=-y. =a-o^fKY, xy^7 7!J^i> ^'7°^ K 

YY&if) ;*. b if DE^SEs 

i: 9 fe»trtlBWBIte#jS(MJlEt!5fffi) Ki?gSbTV'SWtgtfe& s i^\ 47cte#5lS‘ft 

-^w-^ g 1 4 2 7 3 

10 it. IMftttiSfc’ i C^JxJis T^v—J^Vmmmikfc. 

mfc&j 

(PTC A) ^<7)#$^ 

skw^mit^^t^mmf^itm. wmsEmf, flW't 1 gik®^ bm&. ffisw 

jfa.fr if) % Tang 

15 i e r*Sfci?) . Cfll * 

it. SSb®R^eJ& .(CHD) s Mfrfcfcif) s 

(ACTH) ffittH 

wvv-^t-. ^#14^ y T'*’ i — ■ **. v p-^'f-ftb. . 

wmm m. ^7n-f> % u»§§^& m. m^mmm^. 

20 f-yp=i>f \?—i/*. % $B-fb8§^a£Jft (#!l£.fc£> 

Mftfe. flSTb o MJEffHfcs ISMiffFifc* JFF$^) > #&£ • WS&B 

JBMMifefe* TfcftWSsfc. 

m , jtmmm w$mwl'PM. 

sk. fijfa.#| % lM4y (#iJ;tte\ ^.tt'llttS'JW^K 

9JW4«30^!i^ ACTHW 

%Mfe) ^ j&m&B m*it. nm%. m&. &m&. mm 

TWV ^_) s rt7^9^'>-'>3 

^V'*^ 4 7c fi#5l5«^-r 6 Jis v ' i: ^»fi" Z> 0 

(3) 1 4 2 7 3 



25 
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1 4 27 30M1 

k&foii1tt**:<Di&<DX? V— b&X'ZZo 

-rftfrib, ^3sw»±^ mx-ft. (i) ft* btfLib^i^a) skm, b) 

(db%&, c) 13M1&* -£tci-z (ii) 

5 1 4 2 7 3 0mRNA*Srafl^i-Sni:K:J:S, 1 42 7 30M 

1 4 2 7 3 OmRNAioaiStt^W^tt^TO i 5^bT^*5o 

(i) jE^&SV'li^S^-TV^fc bntfLtt^i (#JxJis 7^b, 

t S' vb ^=» N «t *9 JMfc£l*Jl3:|i0;S::7 

10 yb, ^UT, Mft IJ (00*. 

|i N Jkfr&Tm, JftJfijSL WNBMZ&teZ) fcSVMiftSUft* h 

(^ij^^ s StK^- BJlflfs 4£ta&£?) 

f^P^iibfc^K:, jM. &£l'li#^<£>li^ (0y£.l£* JHn ffS0> W®Me£ 

) % &5VMi»£r#5o 

15 ^feixytJWia^^HS 1 4 2 7 3®mRNA(l 0>J*-l^ 

9£ffiJI&^;^femRNA^ttl±Jb N 0!jx.l'f> T a qMa n PCR^if(7)¥fel: 

b %n 5 r t tc <t v mtif-rz 6. 

(ii) 1 4 2 7 3 Sr^SSf 

20 1 4 2 7 3 0mRNA^|Hf iCLT^tx fi¥#rf“5 ^ ^ 

f§o 

1 4 2 7 y— 

&)X (3 0^«tl~2 4^HU, ^u«30 

^•tu~ 1 2 HtPeaitfk «t 9 b < li l b#Fb1bu~ 6 0#Pfltu) tu li— ^B#R91£ 

(3OM~3 0f, ^L<(il^flt~2 0f, i *9£?£U< ttll$ra& 
~ 2 4B#Ph^) n £fcl±3S3l jfc5V'li#>3ift;*. ra^picW^k^^Srft 

Us ( 3 0 3 0i, b < li 1 0#P^#~ 2 0 

£ 9 £?£ b < li 1 2 4 R#Pflf0 % SHBUSI^StbS 14 2 7 30m 
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RNAi^t 

c i i ) v 5 m ^ 

(1 Pt-7 0t, £?l£b<tel 0t~3Bt, <fc«9£?£b< 
i$2 0^~3 BW 1 4 2 7 3<DmRNAMSi, 

5 $£Urt-3:i£t££ <0frte? ZktfXg&o ' 

^ftbik&m^MWk&VdX'h'iXb^'is, 'Jk^uD^mx 

fcoTtiV’ 1 ,, 

in. temwtftz) m, ftzk<Dm.&m 

V^*K t Z.<Dmt£i&bV 

-m. mz.it, mwM (#ixj^ iftsfe, y wek*^) £<*> 

i& % (09*.fi. @im 3m 7^/m, 

15 >m =3/N^^ > !J ®E®L 5fc&#Bfe% 

|Ctt, U) 1 4 2 7 3c^m*£^n£-£5-£t-<fc^ 1 4 2 7 3m 
20 (») l 4 2 7 3®Mi 

fe5» 

i/ttt, Mxit. T73Ky^iE r*fe^^=*y ^58*^ 
mrtCa 2+ *^ HBWcAMP4^ MrtcGMPi^ /P 

25 yviii asa^ieff (#u map 3-^-— if) 

fttfcfiWb, c-fos0fittt P H©teT*4f*iEai't-Si&tt^*:H: 

#n«o-rsflH4, i'jf^sii»^> (acth> yvxv— 

A'&mmfflk. sBtt&immtimfti'&mfbti**** mmmftca 2+ m 

»rtcAMP^jflI$m MAP^ — f(DU«1)U< 
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(ACTH) ^y-irn— ;u£ 

j&wffl&iSis 

v — t ut», ^zf^v, 

get, -tt 

(#ik (0!k ft b £ 

i: 9 bv\ ^ (DWktzm b 

LTfi. 0»J£_fi, $£&& (09;fcWU i£S^ y ^fbTK^^s fi»ft£?) b 

10 (om., (08*.«r, mm, *?m, - 7 *\b*um, y^^m, 

^ '^m, ^s^ym, tipsi^ y=^um, vu^wt, wm, §£4E.#i£<. y-^yy 
/\sski/m, ^yayy^ 'I'm?*}?) k(om%:¥7!)$Ri\/'b%iz> 0 
_ti3^ y y 1427 30 MI? 

£fcri-£tf>4ftw;* #i|x.f^ flBJtejBHUad^fcO^y-fen—^^fcSIWlSf^ffl^ Jk4^ 
15 IIBI»$WI¥W*sf1UB* ^ ^ y is&fflw&ftft. y buy 

wm&mm*^y (acth) ua-'t\^<\-t, m 

b<DJf ])±a , ik (p PAste n —/MSTffrU , 

mnmwm, jyyvummMYtm, ybuym^m, 

^u (acth) ftwnuYtm) flgjtettijia^fco^y 

20 ih'pf/i'-fc O '-^UtR^iJ, IgM##Pfifi?5£lI> -Y^y^ 

* hi^*WM8S8k (ACTH) 

(£f £ U < ft, -tv Jk^ ??u \ r o — yWfe 

TBJ. JIBJ»#fl?#fW&U i'Sffi&ffel&l* * h uyMMM, S'JW^WJ 

(ACTH) tet'tls TWffl'CfcSo 

^fc N Jtia^^ y —=^^fe-e#e>tt5 1427 3CD3§m*£*iAB£^3 

1 4 2 7 {fjill 

jp! % — ix^ N TU b'—uy, $gF&#S#$&M« 

j^igjk^, mmmt, m^m, fomssm, m&mi mm. be^> 

(^Jx.^ TS^tf^ll^tM^ST3m^ 
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5S^a^4s^) s m xm&) > wias&ww, ©ik$f 

m, a y* v wp^— % y ^ 

ik^s SBihlS^ iFFAg, ^ 

5 Ms £WfePt^ fe&Ms jjfl'Tivwe:/ (#k (CCK) > X 

^ MJ y y>f tf b y —^y^K (G I P) . #^hy >\ 

^K-i (GLP-1) . y-^h*y^y\ F y istktii^XX f\ -fey 

u^i/^ /^yT^T'f^ yf^f K, ^f'yy -y-y^yy'^. 

P% = a -n^fKY, xy^ryvi, 

io KYY&if) tSUMt^ife (*KH£% ^igJkSE^ BE?^n 

HbMSM^ Sfe'L'Sx £'&=£&) 

h uxmffiflk LTtIt*fc5. 

_tfB*y y-=i^^jfe*e#fctts 1427 

15 $&s£ (0A*.tfs 3MBSMIRH3SBS. 

mfeftMW bjym&ffi (ptca) i&vwm 

P0, 'L't&Silx ^L'^^^iiiJktk'L'^Ik M 

J3W4 1 (in, mm&. jwttiik*^) . flBJfM?t£gp 

^ in, *3*flc®gfl^ mm. Tangier JSfti?) ^ TX& Afk®)M 
20 ^bJfiLtf^*5it/-€:^b^)3tt5Sffi C#!]x.fc£. SSbflRgsA (CHD) s fflS^ik 

±l5xy 1 4 2 7 3<Dmm>M;$:miN&& 

(AC TH) ^WPffrJgiJ t C 

26 T. #JxJ^x A CTHi ^j j, y^Wy^s 

;f<£u Mflstettffik 6 fW> HsrtPfc MMMs 

#sm?p!> ftti 5I> fcHJktt^Hx 

IS^tTs -jg^yyAjk^ itjavxfD-/^ »I&b£:^£> 
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ffls ikf 41SX'J 

7 . (ACTH) t£¥& 

m^X\s'Z><DX\ ik^/y-fcn— /P 

m$il -y ^ y vjg^apMp^pj. * b ©jw&sc 

10 (ACTH) (#£ b< _W\ JjgJfeflM&^kO^y -fen 

— /p£j&DEifS£!k ik ^ ci — /y _b#^<J N -Y D '*/WsK 

* M^WfliSlL ©JWifefCfflSW^ 1 '^^ (ACTH) & 

1 4 2 7 3 1 4 2 7 3 

15 ©3§3£ffi#U:fi0i"5^Jft* 09*. HU WISti^N ^ h— v^ T 'Y 

K*- Sf^lPfiMMSS* SiflgJkjE. l&MSM'fb, 

i& 4 &«s, mmmm. hm*u mmm, (09*.hu t 

^y’ti 7 y ^y'rfn.m, ( 0 !Jx.fc£s AM 

20 «o s fatt^sw*. mmm, m mm, ^y^Dvrw^- 

JltJi£#JKU i^Y y ^Jkjg, ?$jk$t^Es ^FFAl, iWttM 

mm, mm*?, mm^mmmm, m^m, m&mm, m&m, mw^x^ c 

^ n t/v^ (CCK) , A* h V yPJ'st tf h y — K (G 

ip) „ tfxbVis, w^yi^fF-i (glp-i) > y-^bx# 
25 A>\ h y b\ t^yfy, ^yrm^yW-ft 

/v^f K^ ^f!)y, D-A^y^P. ~=L'-uT >''»', 'tf7=->', — 
-p^f KY, xy^7ryyi> kyy*W <z>9«i§, 
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1 4 2 7 3 

m&tfjffiWiMJ&f&ffi (PTC A) 

5 wttttafefT^ FW* (m&M, mm&, 

JT^ffljfiL&if) x Wd - iu :&^$^fb;SE. 1 Hie> Ta 

ng i e r#§&if) % Tr n — «t b ( 

(CHD) . JE^lflfrif) . fliKftfl 
• mmmt isx&m-rzxtftxzzo 

10 ££>K^ 1 4 2 7 3 0>jx.fc£> 

(AC TH) i: tT, 

($J;i^ 'tSteMSiiy ^#4 4^ !) 7^-7 h— 

3^3m) ^ (GU ^7n- if) , (#>K 

J ■9vv=i-< K— v'^x TJ^A/liPal^ttflifilfc) . ( 

is m?u*, aia- 5 offiM.&mt&, mmsm. fff«* 

) % #ig • W5&& mx.lt, 5fcra#&&, £^£>& 

jRBWSWJ?) x JfitfKgSJft (0»J;tfS. ^Jk&^ifiL. m $. E 

2f§ N SffeTF&ttfliifiK Sifnipik SM4V i/^®) % (^Jx-f^N 

M&mmmfcmmm^fi£, sowa^f^ vmimAKzzwm \mmm 

20 j^s ACTH^SlWSjGe) n (#!Ix.Fi> 

&&, sa& m%. jtwk-) > 7t7^7^v-'>3 • m 

M teZomMb ttffflt'fcS o 

fitob UT #‘*^S:^oT»!^Hbi“Swi;dS-C?#5o 
#JxJ3 n ^M^CT^^rJSbfc^J, 

^j % ^yifis/vn, ’*4 9 ujj'f't/VMteifb fc5V'(i7Kfe 

U < L#5$C i: if 




WO 2004/065960 



PCT/JP2004/000248 



77 

<Dm*n 

#9fe#k &3&QL ^k^'K B^k 

t t -biz— 

fp -fs - £ i: 2*7?# 5o r.tbe>fiK!l^i3»t 

5 tg^$ti/fe45HOiS^>fe^S^#e>tLSi 5 l-i"# t><7>7?&3 0 

tttt, -£ 

y=^>^ ^ b^^b, 77tT^roJ:5^^K 

i?,vn— *<D£5&B£^k =— i'** — 5\ T/^^ifOJ: 

5 fcH&ffcSU /^t 7 y S' ?•£><£>£ 5 ^Pvt^Js S' a $S> &$5£fc& 

io D-y#y r^7»tfcttfxy-0j:5 

H^J W-faMM &%zf J £/i'X*foZ) l£ I* * ±M# 

15 {c^oT^Q^’t’S^. b&~<?%2>o UTteu £.3£^^ 

tKx Zf (0!lx.fc£. D— y/Wtfh— /K D 

_^- b _, K i&fb^-b y ?i»&if) ftifa s /Bv>e>*u 5®sftis#Misb»Jx 

#!lx.k£ N 7;V3'-/V' (0>k zz.& S'— /V) N /t?y T/vn— /v (#k 

]) n — /k *Ky rc^u^i/y /!✓> N ^ (0k ^y y* 

20 ^-1>8 0™ S HCO-5 0) frif ^fflUT'fc £V\ &\X- 

yi/;VT^ =* if ^ flfJE LT’b «fcl\ 

^fc, JilBEHtex MtU-£, MWM ( 0 Rfc£> y MH- b y 

s f&iHb^J (0B*.Wk — iftS&^ki^i'ft 

25 if) . £5©W (0Jxfc£> t bifiL^r/^^^ * y^T-n^y =*— if) s 
^#^|J (0Jxte\ ^y^7;i/3-/v, 7i/- /vftif) s SMfcB&iWMfr^ £ 
ga^UTt>J:V\ 

r. o J: o m tt# e» tt s «^^ _ e{S^'f4'e ibsot, ^>J *. f^> ^ b J ^' ] t 
?L«J#I (0tJx^ ?y b. ^-y-=¥\ 
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1 4 2 7 3 

MmB%s, jGE#b g£n&-5-<z>^n\ — 

Ki-w^.«r. (M6 0kgtux) masi'-c*** — uK^zmo. i 

5 ~100mg, £p ■£ b < 1. 0~50mg, <£9 b < 1 . 0 ~ 2 

Orngt'W. J£<DllS&Jf *&&■&&&. MM 

mm. m&. m*.&. m$mmzx\-zmn 

(M6 0kgi:Lt) Jd^V'Ttex — 0tCO#$jO. 0 
1 ~ 3 0 m g tfrX b <C fi$3 0 . 1~2 Omg «fc ^ ^ b 'C O . 

10 1~1 0mg1i^£M^£M^<fc y& J *1rZ><Di>*tfr1R'&'X$>2>o ^<X>W^. WWr 

fcM 6 O k s %fryKmWlsfrA&&- ! 3-TZKttfXgZ> 0 
(4) 1 4 2 7 

1 4 2 7 3 Sr^SWt!l|8*i'S 
4iC01 4 2 7 3G0^iL #{£•#• V KW y^:fe£E2S!JS*$fe^<£ 

15 

*3ssn«\ 

( i ) &WJWtfLftb. &&W[i3£Zfmm4k;£frfc 1 4 2 7 3 £ 

427 3<z>jt*$fe, #£ 0 * 

20 (i i) fc b <D%\ m& X £ *Lfc*38W <£> 

gij (DtfiW- b & K:]xJ& $ co % , 

4 2 7 3<D5t:K££JS#rr ; 5o 

Ji|2 (ii) ©jaEfc^Bl'-Ctt* — #0>#Cft:a*l 4 2 7 3 0N®i^lllt 
5#uf£x? % 4 2 7 3 0CM^t5^Xfe5wt^a^ 

bV\, 

£f c% 1 4 2 7 3 KM ir&X:; * o-^l^fr&JBVvr 1 4 2 7 3 
ffjKbfcXgZfefiK 5 - ^ bX%Z> 0 -tib 

J:< > Xfc, ^®F(a b * ) 2 ' 

Fab\ fc5V'(iFab®Mlbt^=tV\ 
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(00*. 1 4 2 7 3*) 

5 tut, v'-rttwaa^ifes ^ 

(DM X\ Wfcrzv* K^f bv\ 

^ utrrtx #cMt£i^{£ 

tc^> SNR % *3t$&Sts 2jfcM44lftM&7Git£ bT«, 

10 0d*.fi£ N [ 125 D , C 131 I) . C 3 H) „ t 14 C) JtelfdSfflV'fettS o -bIB 

*?, p-^/V3^-^ 7^5 7*^7 7^“^ 
if, y ^drsjy^*»5R*ifiSfflv>bn5o 0«*.rf* 7/w 

jd-l/jx# ^ >\ 

15 ft tttt, #j;t^ /y^y — /k 

=-ist £ &£>£■> ^ i: <30^^*^ br^-^ 1 - 

y-7lfyy^?:fflV'5^t 1 b'e#5 0 
1 4 2 7 3 

20 V'S^«fe-et>J:v\ fifttuttt, T^D'-y,,^ 1*9>\ i?,yn-y.ft 

7Kyy>^yy\ ^ut^u/vt^ k> i/ y ^ j&# 

jji, fc^v'^yfyy^^^fet-f k*t5o 
•y- v KV y^*fe»j:i3V'’Cf4^l$<bUfc4c|SW«5- s ey y p — 

SrRJES^* (H5cKJC) ^ $ femW^bUfegiJo^lSK©^/ y 

(2#t£&j£0 fccoh^ £. t 

(£<£ 9Wtkt& t P<?> 1 4 2 7 3Mtit5wt^5 0 l&SJ&b 2#C^J& 
tt^KBJ^^ffo-ct^ Sfc. lIlB^^c^T^oT l b<tv^u^ra^-f fclycfrfco 
■Cfc±v\ 
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■a- g 2 MMM±(OiTlfc<Vl&'a‘l&)$:Rl'''X ■& <fcv\, 

33893 <E>-y-v K-r 1 4 2 7 3 ©jU3®Sfe»!:*5V'*'rtt:, IJk&fot 

2^SJ^t^fflV , 'p3tl/'5^:^^C0' : ey ^ n— 1 4 2 7 3 <D%£'b-$~ & 

iSUlfflV'bnS^tt, #J;U*> 2^JS^fflV'e>*b5#Mfc&^ 1 42 7 30 

#i tiiNW *r»ww a v ' e> n a „ 

33893 <*>*&/ ^ n—JvHfi K-r W*J8.* 

10 4 J*S * b D y^feife5V'tt^7n^ 

a e 

m&&re&s 

tc(Dt>, ^]£j&<D^!$}5tM(F) (B) 

(B/F#J8t) > B, 

15 i-6o ^RJSfe^tts B/F^SiS:# U 

isjnja'-AS' *5«fct* mi 

£rKJ&£ii\ 

•g=f' N HJ-tlt 

25 cfc^teotfcfr^i&SflJ^ao . '>i© 

v^— • if— b 

y — & a m*M. i cm^'btbZo 

tiftij (D0kW, 9kft*$<DlSLT!Er}Lj&&k &nt£^\ Z>i iS(^> 
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z.*hb<D — £&tfex *£*&£*• 

#JSi-5 

^ijxJix AfX EH fy (l^lfrfctx Bg?n4 9 3^fr) x 
5 A*n Eli r i7'WA/7i/t^J (SMKthx BSfB5 4^|gff) x 

(B*£#^ Bgfn 5 3 4#3§fr) x r @£ 

mfM&mfe&i (»2js) (e^*i$£> bb»5 7^mmt) * r §£ 

f&&ggaiJt8U (^3 Kg) (E^*l£x Bgfqe 2*mft) x Methods in 

ENZYMOLOGYJ Vol. 70 (Immunochemical Techniques (Part A)K I*!# Vol. 

10 73 (Immunochemical Techniques (Part B)K ID# Vol. 74 (Immunochemical 

Techniques (Part C)A HI# Vol. 84 (Immunochemical Techniques (Part D • 
Selected Immunoassays) ) x 1^1# Vol. 92 (Immunochemical Techniques (Part E 
• Monoclonal Antibodies and General Immunoassay Methods) )> R'lf Vol. 
121 (Immunochemical Techniques (Part I : Hybridoma Technology and Monoclonal 
15 Antibodies)) C£JLh> y fc k'Z&mirZ 

o riV'Sritiots 1 42 7 3M 

##iK<Z>&#«r/0vvr 1 4 2 7 

1 4 2 7 3 1 4 2 7 3 

20 -SHttBIW, ^h~>*x $1 

^•JpiWSI^&x SfBHfS*H»G£x ^Kiifc^x WiWMfc, afcfrffix J i> 

ke?§s ymwmmmm 

T3s£M£'J n AjBEx lUttiSEx SfcCglAifiEx 9 
yvjfiuSx , B (#il;ifcfx jzBB) > IS® 

#111^# x {SifnJSjSEx 4 's?' y x JiiJt&Sttx KaKfi^Hx 

&teJg*fcltx Si'T y ^JfcjEx ^JfiLSHx i^FFAJmx KtK£ 

fFx i«£atEiWx m^x fete®. (#Jx 

(CCK) x #:* H K (G I P) x # 
^MJy, 1 (GLP-1) x 
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h V 'stkii K> /<VT 9 1 ? *'74 K. 

=t=f - y >\ P N ^7-^ =^=i.—u'<y p =f- K 

zE-'i/* 7 "y 7 l) >'I5L KY Y& if) h U 

* omm* iWBjfius, mwmik, foiss&M) 

5 SUTV'5 Wf&tfe& s i^V\ T£fcf*|$3lSfMrt _ $ ^» r. k& 

-e#So ££>ic> 14 2 7 3 0it?r^it5-^ l-J: 

oT, 1 4 2 7 SjMHIA SbJKfiSI 

io j&W (PTC A) foSii, iL'jffifiKS, jUlHWK 

-fWSr^4>ibJ»®S^s MttttBfefr, B^ 0B«&, mm&. JBfflJliLfc^) , 

J»jfn.«f1*l35i^ *Hu ifeSMftR-ffc^ W3m> T a n g i e r #3=ft 
}£~\ % TTv—^&W}f^4ksh^1m : £&&&^tib(DWt3£0. [#l;tk£, MMm 

mm (chd) , , m s'Jw&s. 

15 JW*aJx/P^^ (ACT H) &&&%. ACTHl» ? Jftlfe 

^ iS5U foJ0E* ^ s/ (#]> ^'httlEfi, #I^ i^i&LiE^ 

miS, iWLBSE, 'M.bjc?^, ttU&Ltt 
5gH % »##<£, 0^®> ffi*y *AjiUffi£, Ini/^ra^H 

20 Sitf* m&&) > 

v\ -£tc ttJ^fSJft-f 5 RTfBttasffi v ' t W^Wfir 

^fc> 1 4 2 7 3 ^Jxll 1 4 2 7 3 

OiSSiUlSSHcjeHi-S^IJSi, 0iJxJi> ^ h—i/;*, T*> 

K— SFIHSWSs iftfliiUm, ftMURte. 

25 foffium, ^mmmm, r», mmm, Tmvmmmm mz-i*. t 

, '1& mz-&. Alt 

m N e«^5p», ^jk^> 

?S>f y HFF ASi^ 
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jjuifiJFFs m ^ c 

#| % 3l/-i/^b^y (CCK) . -ff^y (G 

IP) % =? K~ 1 (GLP-1) . y-rbx? 

tfxbV>&c 

5 •?-:/;* *v*p % ^fy=-y, — 

— tz^z/^KY. xy^77!Jy|, ^f-KYYftif) 0>#i»lOTF, WMJfe 
^ h w;*. (#{c % J&&2 ie. BG^jSe. t V t > tt ft 
^ K’mB U T v ^ 5 m v ' . £ fc tiJffjMS A't" & "T tEtttf 5 i® v ' £ #®ri“ £ 

l 4 2 7 3 mz. 

10 mmmit. mtu*. 

w>mm tm. mmmmmm. 
mm. mfc&)7m mi&tfm (ptca) 
sh&‘L'i£&. 

mm&. m:, w 

15 g, Tangie rfffrif) s 770“ 

£&g££ (CHD) „ 

l* J fc©8IS&£, (ACTH) M'ifs ( 

tJH4Mfl|sy t£#t£^y-r^ h — #38t£ffiifc, V 

fft„ &&M) . ($h ^7n- If) „ G$k 

20 t^a^f K*- ( 

) , v?m. • $s^s lemtifc, ac*fc#sifc, 

jKSWSrfBfc) , skm^B (#iJx.{3. ^Jfiittttifii, iW>I, 

Jpf % ??£?F&t£^jfiu ^ik^x Ittr/^I) . • ttMeA (#>Jx.te\ 

®jw4«3E«», 

M. ACTH#3fiL^ii3l&) , J&MfeB (#!);t^ WM&s M0. J&Mifc. 
f&0, ISiJTW^-) , 7t7/f 7^!(tifOSitSA 

UTV'5-5r«tt^l*iV\ £fctt!fc*fBIH-5' Wffitt^WV't^Wrrsr. ir^t? 
15. 
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(5) 1 4 2 7 J) 

IiMi s l 4 2 7 £fflfl&l*3C a 2+ 2§II:<7>_h#x riffl 

jjSft c AMP£6fc<£>#Pr|!lk MAP ^r~i — if OSttflA ( 

ACTH) (DftWifflift L Jilt V 

5 kfrb, 1 4 2 7 U“C 

1 4 2 7 h (^&y K«r£tf) 3rggf5?U 

£ 7c Ztctb <Dt£M t LtffflT'&So 
-rftfrib, wiMb£i&«:i 427 3 

J^JC&tt'Sx 1 4 2 7 3 £r^bfc£fflfl£l*3C a 2+ tftg£_b#?& < l4x £fflflSF*3C a 2 + 

10 »£_h#WSttx »cAMP»am MAP^t-^oyylWbfcl/ 

(ACTH) #tfc#HMJgtex y'y-feci — /p 
£j&£AftJS'l4x flga6^PPtti®JflH4* ^ £8!lJ£i"5- h%:W$kh't % 1 4 2 7 3 

bTtex (DVjfyV (^ijx.^x T's^Jr^r A^Py 
15 £/>\ ^7^-tV-T Kx ^/py^Ax tPh^y, 

^ a -p^7f KY, Kx ^y Ax /^y^i^y'A 

p\ PACAP (^Jx PACAP27, P AC AP 3 8) x ^ 

^/p^h-Ax T W ;**?=>. y Ax y-^h^^^Ax GHRHx C 
RFx ACTH, GRPx PTHx VIP 

20 yp 7'/K UWf^F /J^y^A^K) x y^F^^fy Kw^'y 

^fyy r 5; y Ax a n cgrp (^/pa F^yy-py a — t 

k) x p^n FD^y /^yyyry^fy yny^^y^ 
y, hnytf^-y-y, 77/yy 7FTtyy 7 5 

y — (#L I L — 8 , GROa, GROjS, GROy, NAP-2, ENA- 
25 78, GCP— 2, P F 4 , IP-10, Mig, PBSF/SDF-l^if 

0 CXC^y 7 ^f yf/7 T 5 y — * ; MC AF/MC P — 1 , MCP — 2 , M 
CP— 3, MCP — 4, eotaxin, RANTES, M I P — 1 a x MI 
P—1/3. HCC— 1, MI P — 3 a/LARCx MI P-30/ELC, I 
— 3 0 9, TARC, MIPF— 1, MIPF — 2/eotaxin— 2, M 
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DC, DC-CKl/PARC, SLC^^CC^M>t^77^ 

; 1 ymp h o t a c t i nftifOC ^^yf/7 7? y— ; f r a c t 
a 1 k i n e ftifOCX 3 5 V — Kir y >\ 

xyfn^b>Jy, TRH, 

5 #7-7, yy^^77f^f (LPA) , 7>7^ 

yrfyyi-y^iif) co{tb,K: % #tjxj:£, fc ^ 

7J,K #7, !>'7 n k'7 i/, 

^1 4 2 7 3MDU McmfolZ- 

10 m—(D y^fyK^#5;tm5o 

m. mm* z) *&&& (flu &££©&** js 

v>£>*K 0 bv\ c 

-o 3 \ wz.&. m mm w*.&. &&. y^n, &&&& t<D 

is m» w*-&. = 5 ri> 

^Bl % n^7i, 7^7ge, !)y#> £&* £S#SK 

^<7if 77/Vzfr 7li£;& if) t <D%jLt£ 

$^©7=^x7, 4 2 7 3 

©WtriiU. ®B83l5R«:fl!V'fc yir-T w £ 

20 Ciot, 1 4 2 7 3 a 2+ M±#^tt> filial c AMP4 

MA P 5-1 — if (D V L < }i;Si4'fb> BJTf 

7 (AC TH) ^!Jtn“/i/^WJ^ IzfMBffilftMfti 

J; 9 HrfrWkitt. *3SWW\ o 

25 (1) 1 4 2 7 3 &^ri~3£BJ3& (*k CHOiR ©Ifl®' 

AtT-2 0$BJ3§, 3T3-L1W a 2 

+ 3S^_h#?Stt, $BJ!&F*J c AMP^IJSfe MA P 5-1 — if <D ]) 7@Hbt> U 

< BJW&WW*^/^^ (ACTH) i/y-fen— /V 
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(2) f£S£{fr£^?:l 4 2 7 3 DN 5 - ^ t 

4 2 7 3 5 1 4 2 7 3?: 

^-r?>m^lCa 2+ ^ii#^ti> ISIlSrtcAMP^Wm MAP^t 
5 — i?<^y te*£14{k;. (acth) 

^ y -fe n z.t* 

W&birZ) 1 4 2 7 3 h rtitt't'^o 

1 4 2 7 3 - £ ?:lSf£bfc#^ _L13<£>f^ 

uv\ 

10 jf.$£W<D7=S=-^ 1 4 2 7 3?^tt5lffl)lS?ffiV>5 

4frg\ K, ^/P^U iV' c @ 

5 - ir^-e# 5 C 

1 4 2 7 3 b"03^ 

15 f'± > Potter — ElvehjemM^'^^'y - '^ i^' 'T?&iBli&?:J¥ U 

\s'yt ? — -^/Ky ho V (Kinematica^tM) (31 J: Miir2!£{£<fc 7 

X/'s*?-’? ft ift'iDJE b ft ^ b» &r® V ' / X/l^ b Pt tH £ itr& - £ & 

fettSo 

20 {Sail (5 0 0~3 0 0 0 r p m) *C$§H#Pf5 Gi#\ ^ 1 ~ 1 0 ft) jS'O b> _h 
?h ^ (15000~30000rpm) "CjI#' 3 0 2 B#Pb^3S'L' 

U #btl5W^ii®5>i:-rSo ^mbfcl 4 2 7 3 

JM 5 fcco y :/JJgK^SeSCft -^ti^o 

1 4 2 7 3 1 4 2 7 3 1 » 

25 ^fc y 1 0 3 ~ 1 0 b< N 1 0 5 ~1 0 7 ^tfe5®iiW 

3g-efcSo 15 © y ^fy K^ISft Okfefe 

®— n y ^**<01^?:®^-?# z> & 5 fcfcs. 




WO 2004/065960 



PCT/JP2004/000248 



87 

rt c a 2 c AM P M A P *1 — V > 

mtb uttstt-fb, (acth) 5>»«i»j?sh4, ^v± 

JB=3f 5 / ktfX'ZZo £i\ 1 4 2 7 3^ 

5 tt5»^7/vf bf mj&Srfr&dK: 

htc'ox ttftr fe o r s> 5 v $ ft v 'ig^ ft'* 'yy 7 

-Kti, h tfct, mm 

tts 0 mmmms’&iD^mk-tzm’g wm* ca 2 \ camp^^) <d 
io mm&is&'t' & iot ^^fflitftli'n'te:, 

i- & IM^J £ SsAP LTTyt-l’ ^otUV'. 

n<DT=r~* b^m^cy 1427 

ffllSIK®#* 

~<Dj; 5 KlL*CSfcj£&;h/S 1 4 2 7 3(:>tt57^7, Mix 1 42 7311 
15 ^LTl 4 2 7 3<0£3W«tB*ii*iU ^Jifl -feci 

vetfijittftMBx * (acth) &m 
mwftm ( 0 £L<tex mmmm^hfD^v irn— 

-irn'-/M£TfM!x mffittMWm tfUBx ^ y * h ^*W9 

20 flStfsJBx (ACTH) fc^S: ^t©T? % 

msau >r ^ y ^^tw«5»i, suw&wj*^/^^ (a 

CTH) #SPfi£iJ (IffSKIt lia6Md^(^^y ■irn—zP^^J^Jx 
/MfiTSUx fllJ»###PfM3!lx * his* 

mWftU (acth) ^»$>J^J) ftiffc u-c^rJB-efc 

5o 

£7c, 1 4 2 7 3l^t57^Ht 1 4 2 7 3(^171 42 73 

^iJ^Lfix ^^^x W^tfel^Wx fr \ — '>^x T 
'>k— tfittgitx ttf^w^x ^m^^x i^Biifia.^x 
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it, m^m, mmm, Tmm&m&w mx.it, 

TS#Htf^^fg4g;T^ TS#t£'hA^> ^ 

^yn^y^yjfo. m, mm*** ^ am 

^) % mmmm, fgufojt^ ^^jjyrwv^ flgas#®, 

5 JiiJffi^fS. 1%4'sxV^foM, fttiaMfe, MFFAm., i® E f"l4fli 

ffifc, !RjS&%i&Pt£F. m*m, J&feffi. atw^we-y ( 

#], 3 yyyb^— y (CCK) „ Ay b 1) If b ]) — <7°AK (G 

IP) x Ay b V >'^ (GLP— 1) ^ 

^y % Ay b y y^w^-AA b\ t^ufy /^r^r^^yr^T-ft 
io y ^yy = a -nry^y ^7=y 

KY, xy^7r!)7|, KYY^if) #^3£ 

mm^t^mm miZs mmm, ffintjuuSs s&JM'fiy <o 

^1 V5 • f&8&& &1ttzx b yyfllffl#flJft£ftf>E^i£fc LT'l£Jl-f“ ; 5^£^-e#£o 
&it, 1 4 2 7 Mix #i]x-fc£x WiMl&'ik, 

16 tm^x 

^44;L'l£@iIx (P 

T C A) '&<DW$#e, ^'il-'3E^co^:ik't4'i>^Ss fiaM&l iK'fb^Sr'a 

tp»ifliR®-fbffiH mm.m, mm&, iwmjfiL*^) > 

tl, Jlj^jfilli’tfeSli^x ^GK> &3Mfc®5-flS0E* fl> T a n g i e r #§& if) > 

20 770 “ 7 gtWW^J& ( 

CHD) N iiA^if) . 

• f&SJGSfli 

£ £>&;y l 4 2 7 3 \Zttir5T =?—*> Mi. II1W&«»*/1^ y (ACT 
h) ftWtol&fflt^Xs MZ.&, ACTHI4W, y^yy^ys, 

25 jw5fri*BiJW-&SP»ti^^ tn-fb^as*. epw. 

^yyy^IiP (09* r^ifcffx M 

WBtfk8LJBMk3k, ftbip^ ffijk-14^ 

a, Kt#Pt$ % f&jJi&T, ISA y y AifojE % |3^7D-/Pi, ® 

s m f nfew<Dmmt£¥<w&B<D^®5 • f&ncsu^ ut 
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(6) 1 4 2 7 3H jfls (T=?=-X b> T 

V^=f:=i;* h&if) £fc te&Tfl 4 2 7 3 £ 

5 1 4 2 7 3SrfflV'Sd\ tfcttltxid 4 2 7 3TO?r«ib> ^ 

y F*C£> 

1 4 2 7 3 (0H;tfi£x b\ S 

K'14'fb'cH^N 'gy&fb'^x 3£g#£Mfftif) <£>&£$) 

y —=.-y'f’?% ^ bftX*% %>o 

L0 Z.(0 <£; o ^fc'fb'cH&Jl^f'ix (>T) 1 4 2 7 3 liryi* UT^JH3^JM?i§t£^^"^ , 2> / (b 

1 4 2 7 3Ul£i -t57^^ M n (°) t£$Bll&J&RSi£t£& 
^bftWb^$3 (V':b*$>$x 1 4 2 7 3tft57y^^b) x ('') HI 
jj£|££ 1 4 2 7 3 t fcSV'tt (— ) Jii Sfi^k 1 4 

2 7 3 t 

15 2^38 W fix (i) 1 4 2 7 3 (ii 

) 1 4 2 7 3 

z. k&ft&b’i'&tiaffiWtk 1 4 2 7 3 

y *-=• (i) £ 

20 0iJxJ3!x 14 2 7 3^t5lgM©^tx bt, 

£:#ifc£i" ; 5o 

WJtffitti: Lt(i, T7^K^ii®x 7't^A'* V 

&BJ3&I*)C a 2+ Mt N &ffl)&Fb) c AMP£j&> tWISF^I c GMP^Cx -Y / '> 1 /P 

y (*u MAp^t 1 -^) coy^ 

25 'fb^fcte^'fcfrfb^ c-f o sOlSttfb pHOteTfc^SriEit’t’SiSt&fcfcfii 

«j-rs^i4x (ac th) £*«#uf&ii£t£x ^y-fe^'- 

+ ^s_t#^i'i4x afif^cAMP^WJ^ map^-^ — - ££> y 
fi^tt'fbx ^ (ACTH) ^y-fed— /V^ 
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«£ «9 

a) 1 4 2 7 IKflfcbfcJIBII&SfclS 

£TT%*Mkfc'&Vo : k 1 4 2 7 3 Ki^^^^fc^'a'K^tSs ^!&b£Jgfl6i££> 1 

5 4 2 7 3lctt5^»^U to&tZZk&ft&k’rZB&JftWlt 142 

7 3 U— 

b) SIKbTUItJfcifc^ 1 4 2 7 3 ?rtf t SUBliat fcfitlffi®oil®^l- 

1 4 2 7 3 

$iarfc»£-fc:*3 It 5 . &% bfcJ®E&ifta>tt* a 
10 jfctw-s fc-t-sffiJWK 

i; 1 4 2 7 3 y — 

m, 

c) SUftUfcJIgJteife*^ ^P^©DN A^f t5If - 
£(;iJ;oT^MIi^3£5Lbtc 1 4 2 7 3 \Z.Wt$fc^tZ-Wi'& b , ^f^bfdJgjft 

15 Z>Z.b\z 

£oT&fflMUii£3£5Lbfcl 4 2 7 3i^M$ittc#'g'^t3it5. ^f^bfdJg 
mm<Dl 4 2 7 

£14 2 7 3 U --'s?* 

SU 

20 d) 1 4 2 7 3 £?£t£<fci“54bcH£l «W*.tf, ^1 4 2 7 3?: 

(#»k CHOlISR JIIJftftlJ&* AtT-2 0fia 3T3-L1 
^tt) 1 4 2 7 3lrgttjkt5M^J;t)^il^ 

£ 1 4 2 7 3 1 4 2 7 3 Srtl'bfc 

U Jfc8H"5 w £ &<&m t -f% y # ^ Kt 1 4 2 7 3 

e) 1 4 2 7 3 &?gtt4bi“54bn#J (^UX-fi-* ^^M©DN 

3 1 4 2 7 3 

^P|©DNA : ^rt* ^> ^ b 
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tc 1 4 2 7 S:^i"S*IBl!aiWaHgi4S: 

iffljgU 1 4 2 7 3 fc©»£H4*aErt;$1i: 

£ b(C % U K£ UTti, ggjftll^ 1 4 2 7 3 k<D&& 

5 b< &T=*~ X K «fc0#T£b<fi 

* b) t bX*%Z>o iCS0Mi: 1 4 2 7 3i;©^tt 

09*.WU y Ki: UTJKJtelft&JBV'-C* 

-C#5 r £ ^-e# So 

y-n^^tetddsv'Ttt, IltlteBfefc 1 4 2 7 3 

^-f s y — 1 4 2 7 3 £ Ittt, JbIBbfc 

1 4 2 7 3 cfcV'tf^ 1 4 2 7 3 

U^b, #K:t 

15 ©J»«W:A^ffiJe>TfflJ8>&r. £*>£>, y — b 

-ctt, fs*®i4 2 7 3*^asiSb-cv' 

£ 0 

1 4 2 7 3 £ri^5si''5(£te> Ji1E^;fr^ s fflV''b;ft3ri S N ^K©DNA?r 

fr& 5 r. £ bV\ @ #J £ i*5 
20 g(5JCgR#£ = ~ K-r'5DNAiff>lt^fffl : }tDNA^v^bt^,?)^, ^-fbfe 

1 b<£>'Tr{3:&V\ ) 0!)xJ'£x ll^T-K>f^^J$DNA^^V > ''C 1 b 

£\,\ 1 4 2 7 3&a— Ki"6DNA»rJt&^^SMfe>WI!&te#Ab* -ttbfcS: 

i^7 yl^^. (nuclear polyhedrosis virus ; NP.V) <D 
25 jtfy^KJJ , S V4 s 

•7°irr^e— N ;* & 

-y-^T #ci t?y{ )V7.-7'a=E '- > SRa/o't-^-^Wifc 

*a^atp03iS&^ bV \ bfc l/ir-T 0 ^ — ©* £ § ^^30 

y&‘^'l? : fT5 C. i:^ s 'C#'5o (Nambi, P. bx •*? • i? -Y '~1~ 
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-f . ♦ tr ^ ^ h V (J. Biol. Chem. ) , 267^, 19555~19559H 

, 1992#] 5 0 

1 4 2 7 3lrMt5 

LT^ 1 4 2 7 3t*fcott)i 

5 V'U 1 4 2 7 3mt5iMV'T’bJ:<, ^fcl 4 2 7 33r^r1"5 

£v\, 

y — —IS tfjofe\z.-$o\'X , 1 4 2 7 3 3ra^-t" 

M$BJ! asr^^/b7/bTt K, jjvv^ y :/&£*^liI^fcUTt>.fcv\ > @ 

S 5 - k&x% z>° 

10 1 4 2 7 3^ft5»i:bt{t 1 427 3l:Mtfcf±»4:V'5 

1fi % ««■£»»*: LTtt, *»«U 

SWiaiBnii^^U-CW:. 

jRMIS©?ftW#fefc tt(i, Potter- 

y }* a V (KinematicalfcM) <D& <£ 7b , yf‘7V7. 

& if-ejpffi w X/vA»fcpSffl £-^5 r. t (c £ 

IfbtlZo 

'L'^^ £Z>frW\W:&3Eb LTffiV'kfr&o 00*. ti* $BflS$t# ! 4££:{g;5§ (5 0 0 
20 ~3000 rp m) "C$&R#59 (ilS> ^1~1 0^) is'L'b^ _b7t&: £ 

}gf (1 5 0 0 0~3 0 0 0 0 r p m) "CiS^ 3 0 2 #5>tb-5 

«!»#*£«. ^mbfcl 4 2 7 3 £»&5fctf>y ^ 

'a^tb^o 

1 4 2 7 3 1 4 2 7 3 <D*te, 1 9 1 

o 3 ~i o 8 ^ J f•-efc^^>^^^l-<^ i o 5 ~i o 7 ^^-^foso^0il'efc^o 
j£33 n ®y K*fr£*EH4 

t> % *«£&;** y— x H-pyi> 

-e^i^W^SrJWSt?# § J: 5 Ki*3, 

1 4 2 7 3 V ± 
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iBoo a ) ~c) ii^&i 4 2 7 3®#£. £&& 

1 4 2 7 3 mftb UTte. ^£M<7>1 4 2 7 3 IrI^O 

4 2 7 3 (lj^^^^M'S bv\ 

5 fix m%f(D') 13's 

7Fn^£fc{i®!$bfcL-#/W #!J;U£ C 3 H) . C 1 

25 1 ] % [ 14 c] . c 35 s] 

1 4 2 7 3 V — 

10 — 9 3:1* 1 4 2 7 3 

y _ — MvS'f'SC £(££ 9 1 4 2 7 3^a°n^ 
m-?% o /<y77-Pt pH4~l 0 (itt<ttpH6~8) 
y7 7 - h y ;*.— iMMs<'y 77-4^ 1 4 2 7 3 £ Oftg'g'&Pl. 

f UiW<y77'- «fcV\, ^fc. 

15 §@®t% CHAPS. Tween — 80™ (?E£-7 h7^ti) . v^h — 

V. '> awhlii! ^777“ t-*P X.Z)^kbX%Z ) o 

£ fj jd. ~Xx2y ~~f ' — ^Ki =fc -5> 9 ~)S'y I^^CPM 

SF. E — 6 4 KWS2MS0 s '<'7*9'?'yl£}*<»'7 

P 77 H tfpiW^J^r^Pl^b £ bX%% 0 0. 0 1~1 0ml — 

20 —^4 (5000~500000cpm) CO^Hs Us 

|^B#^1 0 -4 M~ 1 (NS 

TOI)0~5 0t, lSUf^4~3 7lCt\ ^)2 0^~24lffl, M3; 
b < ttJft 3 0 3 NFMff 9 o RJSfcgL # 9 U 56*©® 

— i/a -^^—•ctHii-f-So 

(NSB) £3|l^37?^h (B 0 — N 
SB) Sri 0 0%£ bfcB#. (B-NSB) 3$. #!lx.f3. 5 0% 

ura^-rsc t&x 
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Jjgj 1 4 2 7 3 k v— ~ 

ISOd) ~ e ) , fflz.lt, 1 4 2 7 3 Sr:ft~f“6£EBflS 

5 5o 

AfleftjKlrtU £1% 1 4 2 7 3 ^ 

^V n jS^ y 7 t — •StSsAP L-X 

— j£H#IKK hLfc&, 

10 1 ,fz.WJ$.. l&^frl^frb(D^W;l^$£<2X7jElk't ~ ^>o ^ 

Ca u , cAMP. 77=^^^^) O&fifc* 5 * 

y-fc>fSrfT&oTt>.fcV\, c AMP££#ftOfc£©?^fc^V'TW:, 7 

15 ^nmuf^^a ^ Lttttitsrtms, 

V — 5 lcW\ afiS* 1 4 2 7 3 Sr 

1 4 2 7 3 &&W.L1t$IJ&k LX it, 3zf£M<D 1 

4273 &trrz>MJ&m, jlib © iiixi® 14273 

tfSM 3 ; bv\ 

20 bTWu #J;tfc£, ^ 

j&'fk'S-^ 3e@#£M^ sh&fti? 

&m\f'bt 1, znb4h&mtmMMt&mxh<>xi>£\<'L, ^<D^mx 

fooXi>t^\ 

b” CV'-Ct>J:<^ mk^©Si tttt, 

25 (cifF^^tbS®? (#!K *IS 8 fflfefc£) W&M (ffl, mmWttek') tzZboM&m 

^btb, h ^(DmteMkL 

Xit, 09*.tfU (fflz.lt, t£H % ]) yWt, JMkTkii^ $E8fe&£) t<o 

m., h^itmmm mz.it, mm, *?m, x^^m, ^w 

a/N^t, jg^sift* ?^ym, yy^m, wm, ^s#sb tfy^A' 




WO 2004/065960 



PCT/JP2 004/000248 



95 

t } btoMtek 

Utli, 1 4 2 7 

KS&Hj - y b <£>$:ilK:3£<5V'-C. V U's K^-a Hfrfr y b t 6 <t 5 

1 4 2 7 3 J: 

5 TJ«y 

2 fe£fflv>T*T 5 r. £ jfts-e# 6o 

1 4 2 7 3 7s b h*T>*z* 

=;* bt?fc5^tt, -tlBbfcl 4 2 7 3tMt57^ 

;frfe£JEv'T??SlB1-5 - £ «. 

L0 J!e)!£S££ 1 4 2 7 3 b 0^^4£f£te£d±‘5'fb'n ! ^ ““ 

Hi. 14273. 1427 3 Sr'&Wi^SHMS* ^fcfil 4 2 7 
3 fcOfc ^fe5. 

y — =. Y<D$\\b Lt(i> btbSo 

i. y — — 

is a) £ ximftmwmm 

Hanks' Balanced Salt Solution (^afcfci*) }C, 0 . 0 5 %(D V VjfiLfflf 7 
^ ^oxifc^cDo 

?LtO.45/im07^^'-tIIilU 4°CT^#i“5^ fcSV'ttffl 
«b-C!>^V'o 
20 b) 1 4 2 7 3 ^pb 

1 4 2 7 3 &3&^£^fcCHO*BJISSr, 1 2:*7V— H-5 X 1 0 “fa/Jfc-C 
3 7°C. 5%C0 2 . 9 5 % a i r t 2 0 Lfcfe® 0 

c) mmmm. 

rfjflg<E> C 3 H] . C 1 25 O > C 14 c] . C 35 s] 

JSIC-C 1 fiMllfltS. 

d) mmmmmm 

%bM5W£%: 0. 1 %£ Z'lhiltTA'Zf ^ > ('Sjf^iM) &*&& P B S "Cl mM b 

tez>&? u - 2 o °c-e^-r So 
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2 . 

a) i 427 33 j§mcHoM&&, 

?U^TOWi£lm 1 4 9 0 // 1 

X.Z>o 

5 b) 1 0 _3 ~1 At 

ii 1 igx- % 

1 0 " 3 M<D)iift 5 ^ 3:5 /z 1 ^n^TSSC „ 

c) RjE&?ft;S:|&*bs 1 m 1 3 0 Mt 5 o 

fc^i&y Jf's K&O. 2 N NaOH-l%SDSt«U 4ml*'>y 
io 4~ \s — $ — A £$B£- 1 “ 3 . 

d) (*^ y & 4%±M) 

Percent Maximum Binding (PMB) &'&.<D : &~T?'&l£>'£)o 
PMB = [ (B-NSB) / (Bo-NSB) ] X 100 
PMB : Percent Maximum Binding 
15 B : i&LW-%:lNx.tz.tef<7)\& 

N S B : Non-specific Binding 
B o • S^C/^p'n'Jk 

3 z$gPJl(DX? V — =. V 

J3IJ V5Mt 1 4 2 7 3 £ 

(VVb*$>5x 14 2 7 

3 b) > (d) 

itt 1 4 2 7 3 H N ( /N ) 14 2 

7 3 fcsws (~) reitesftt 1 4 

25 2 7 3 y 

y — z=.i/?m*v hSr^v'-c ^y 

y — y *— hSrfflV'T^btt 

'<’7 s f‘ K> 161 Kl^b^x 38 
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M^t'feoTfcctV'o 

;4^EjJ3 £>;*>,? y — y ry h ^JlV'T #btl/ 

£ tb 3 ^ (0!i> ( 

5 ^sssifc k) ft t*t (Demis' b ft. t yt>tt±m¥&)fcw®£ftz>^tt 

uv\ UTf±. #!Jx.fc£> (^J;tk£ % V 

m. ^bTk^^s k<om.. hzw^mm si^> 

='^g£> tgraiSu y ^=f 

^ HI& N §£-i.#!lb * j <>' , i£ z/x As^ ^Wt ft £) k (Dijaft 

10 £f#SfflV'» bft&o 

1 4 2 7 3 Mi N 1 4 2 7 3 (C^i-6 y 13'S K7?fo5fliK 

k mw<Di tm ^futv> 5 <dx\ z> 

\,x^mxh % 0 

1 4 2 7 3(Ctt57y^^ H*. 1 4 2 7 3 Mm'S V KT*fc5 
1 4 2 7 3 ^(D^^^rit5ti“^'fki'a^I^7c« ; e(D^{i % 14 2 7 

3 ^2H-5 y K 7 ?fe 5 Jl 0 JK^^i- 5 £a?£t££:*l 3 &-f~ 3 - kfcXZ &<D 

20 ffaffi^k 1 4 2 7 3 £ 142 

7 3 y Kt^5«)4 s f tS - k frX% 

%<dx% K%ffim(D&mWi^^MXttft<o&±rQ\&^ ! &ftWMk Utflt' 

fc2>o 

y — ')'-—'•/ 7 ft* y b& 

25 ffiV'T#btb3 (i) 1 4 2 7 3W57^h^fcU (ii) ffiM5%£k 1 

4 2 7 3 

cd tf y -fe d — ./i/£.fiS;l®fii 5 fi 2 ffl „ iL ^ 1 t 3 — % N 

4 y ^ (act 
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&m&. r M.MWi*^ z ty (ACTH) ftt'Z r^T 

utv>5(^-c% mffiims&frbvyy -fen— 

^ y* v >&i7Lmwffl, * b 

5 Wtfr/^y (ACTH) 3H&SI®l5£lJ (£f£b<te, B 

ifc^ 3 yVv-i? n — /HST^J. -Y y* y ^SS#S 

mk ^by^mnm> sw&srjw**^^ (acth) ttn 

t Ltfffit'feSo 

^fc, ;£3§PJ<D;*y V —-yWftiktilznx.* V—^y^M^-'y h&fflV'-C 
10 ffitotlZ ( i ) 1 4 2 7 3 b&fcfc (ii) 14 2 7 

'rb'-y*. Ty k'-yy*, $ITOpiW;5e. 9£^pf*PHJl3fiE* M 

jjiifium, wiwmit, -L'lfis fflats, ra-s, timi 

mmm (09*-tfs 

15 0 N ? 'yyyV'M^ iHi^n y ■?=?•>' sk&.s ^ 

m (iiii *mm > isit^Pf^ bm$^ 

/v=3r— , i®j»3H4* Bffi^, sstestissc. ffi-Y v ytfa.m, ^ 

ffas, JiitefF, s&iw, 

3e % (09, (cck) ; tfxbv yf'tyz tr 

20 b !) — '*-Z? s ? m K (G I P) , b y >\ 7'^t> K— 1 (GLP 

-l) „ ;# y b y yffictti^T**?- K> ^yry^ 

y^y^^/w^y"^ b\ ^fDy iby'y.^v^p, —a— n^y-y 

KY, ^yy-y t y ^SIn -^Zf^ KYY&if) 
fliSM&geJ&fc £0>£S.* 08H-S M<#!> iSSJIgjfiUg, IE®, SbJilffliB 
25 ^ afcfo^ -tffiSl) tefchrsW • f&BStfW £;£«:* b u^mnt Ltf 

ffi"Cfc5o 

^fc, y — —yy^jfe^fcte^y y '-—^yTB^y h&JBV'-c 

#btt6 (i) 1 4 2 7 3 b^fc« (ii) 14 2 7 

3 ^©Jfe^SriilSrrSib^^^tt^^ittW:, 09 MTOfcx SblllRfll^ 
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ffi (ptc a) jkw&mt 

m&*atrW. MWitm, P^im5&?T\ (Fg=M> FgttiJfiL&if) . 

5 Sdu WGe, Ta n g i e r #§& 

if] > C^Jx-teb MWjM. 

mm (chd) % flHjsfejk*^ , 

(D^ffi • femM t ^ t a*-?# s„ 

££>&£. #3§W<£>;*;7 y— hSrJBV' 

10 (i) 1 4 2 7 3 (d>tf-f £T=?:=^ (ii) 1 4 2 

7 3 (A 

CTH) frmttimMt bT, ACTHlMi, 

fc iiJlfoJBE, ^yi/y«i (#>J> 

16 $£S^ 'MRM, ftbJ:^, ffijkte 

5rh. mmm, nt>fe Ts unv^rP'-^ 

20 & ( i ) 1 4 2 7 3 =f=^. (ii) WiRfiWZb 1 4 2 7 3 

#!Ix-f^ JlilfcllHjia ^ <D tf V 

±v — jfiLtf^/v^fen— vMWflitfMi^ V 

* y * h (AC TH) 

(0^b<«> ®w^o^ytn- ^4* 
25 ^ V* V * M' 

(ACT H) #$MEiSf£JE) 

-f ^ y ^®aw«jWx ^ b ^M5$ib 

(A CTH) (0^b<«> S0)ISW^0^ytn“/^ 
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X H^pgfi^k (ACTH) #$M£3t£ll) t£¥bV X 

5 (i) 1 4 2 7 3\£tt’tZ>Tl'?^~XbiZfz.fe (ii) flefifi^bl 4 

fg[5M^ >r\ — T's K— $rSc#iP 

mm. -mmikm, mmmt, &mmmw. hew. khhhe. 

10 9 M’Xv y 

% m (itn ±mm s mm&mmms {sjfnjsam. ^ 

7yyrwv^ flBiteSftlS. m&ffl&fB:. m 

ikiS& % iiFF a2ie % 

mw, teikM. (#k (cck) , tfahv? 

15 ? 4 IS 1 fc" h v '-'<’?*? K (G I P) . h* V tftvli K— 

1 (G L P — 1 ) s yvh^^fy, JfXbVl'Ifr 

/^yr^T^f^ yf K, ^!)y> -u-y^^^Ps — » 
-PT^y, ^7 = ^ sa-B^f KY, xy^7r!)^S> '<~f^ K 
YYft?) $S»B^Sfc^0>a£& (#fc, flE«m> £ <9 

^fc x V h^JlV'T 

(i) 1 4 2 7 3 b tfctt (ii) 1 4 

2 7 3 IfrJiW'ft^ W) 

25 (#!l;ite\ A^S&JMflSE'fb^ MM 

MM&Wi (PTC A) Jfc-W 

^5'Mb^ ; Sr'a'ti k SbM : 0l > (E^> F^ttSJfn- 7 ^ 

if) % 7^^!, T a n g i e 
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r , 7 td- miu-f.. 
mmmMB (chd) % J!Mjk&£?3 . J» 

<D#i&<D^m • X b ^X# 5„ 

5 X#f>tt§ (i) 1 4 2 7 3 h ifcti (ii) Wiffi^b 1 

4 2 7 3 #UxJ:£x 

t^/^y (ACTH) 0>J;U£x 

UteMfifty ?-^x y 3$$: 

i© x (#Jx *7B-f) , p»§t^a (^Jx 

10 J»ffcx f/va^f K—V^x U*£ AyttF^MtkM^) x (#)J;ik£x 

mfi- 5 mms?^ iTOx iraae) x 

• wsmrn w*.&. ^i^mtm. m^mmtim, m 

x taM$z& (#J;tk£x ^iktt^ik, m^MWPMs 

^^tt^Jkx Bskm, iStty^H) x • ft#t0SJfc (^iJx-f^x 

15 m sdW4*Mi#x ¥jRflfe^A^«fc5SH4iB^W3£x ac 
thwss) x w*.&. mmm, urn, fern#, ft 

gp, liTWl/^-) N 7t7^7^>“ya y^tabCD^VS • 
ux^rffixfc^o 
4 ^c n _hia^^ y — 

y — y — —'•/ tf Wi^r v h<S:>RBV'T#£>ti/ 

^ife-TS 1 4 2 7 3 <Dft&A&&4kZltZ><\&Qj& 

tcittom., _tis m&fctt-tzi&nMVv'*?. mfcffife&ffl- 

mmmm. iwgjkffif&sseaJx pte^Jx mmu fb^ssJWx $&m 

25 mmteb<Dmm w-mmmtmwrrzz-tftibz) 

zzb&'v^ z>o z.<Dm, y y y^ 

JB ^ S' h & JB V ' X# 6> *1 5 4 fc tt-t «t ^j ©s-^i^w tt Pfi 

Tg^LTfej;v\ »^Jh^v>6>nxv'Sffi*S:SS1S^ 




WO 2004/065960 



PCT/JP2004/000248 



102 

l£fc, 

jtte, &^/w- k '&££*&> ia^-^t^r^^i^J: ^sss 

^t5Cli:^T*t5o y-VfoZ>W&, Mz-ltT=f ^ *> b 1 

5 Mtswcatu mmmMzo. o i~i o o*#^j3v\ftk£cj;v\, 

'O'XV'sMM (M, ?v\ 

m^nfci!]^ :/* y ; *ji§0, -<— * b 

ufct w y ; 4 y y^ia ; yu ? * w y^ y ^ ^ 

(0!U ins-i^) ft^) , ^^y^ 
10 (M, v&yyf'S'sis. 

W^S^, J TT-5 0 1, MCC— 5 5 5, YM— 4 4 0, G 
1 —2 6 2 5 7 0, KRP— 2 9 7, FK— 614, CS - Oil, (y E) 

— y — [ [ [ 4 — [ (5-^f;^-2-7i =;V- 4 - t '/ y ^) * ^ : ^ 
*y\ 7x-/v] y f^i/] ^/] 'C/if yy^yff) > a-^/p^i/^— 

15 -m^j (flu #^y #-*. t^/p#'— ^, s^y h — /k 

^) , yfifTir'i K^J (#1, :7;t v*jvp^ y\ y hxjvw^y', ://Jvp 5: y^) , 

-zv ^ urn m. b/v^^K, ^y^7^\ i/yy^^K, 
yp/K/o/^K, h^if 5 ;K, 7tMt$K, yy7nt"7? K, ?V 

y t°y k«) ^o-ftb.co-f ^ y (0>U w-^y-K, -fe^y 

20 — K, ^^y ^ glp-i, i-^^V — 

K49E) , *?<<&*?*? I VPJ.$^flJ (^J, NVP — DPP 2 7 8, 

PT-100, P 3 2/9 8f) , & 3 7^=7 h (M, CL-3 1 6 2 4 3, 
SR- 5 8 6 1 1 —A, UL-TG-307, AJ-9677, AZ4014 
o^) , 7?yy7^7h ($j, 77^yyf Kf) , 

25 yrf'-mmm m, /^tyytf) > (^j, ^y=-w 

y 7-- ^OP=t — ;*— 6— ^7 7 t 7“- tfPIUWJ, 

£t£lj^) > SGLT (sodium-glucose cotransporter) P&ll^lJ (M, T— 10 

95 #) mmtf bfoz>o 

^ bT(t, T/P K— *»5ufi&5MFfi!l (M, h/Pl/y- 
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10 



-y x ]yy. $ y Y , 1/^. & y h , '/ A' y Y ^ ~7 -4 & 

$ y Y (SNK— 8 6 0) , 5t/W s?*$yY (ARI-5 0 9) % CT— 1 
1 2W) , #^^0"?- (#J> NGF, NT-3f) , AGEPl^J (0!k A 
LT-94 5, b t N — 7 ai-fis Atf-T'S V VJ*? 
n;K (ALT— 766) , EXO-2 26f) , (#l> 

? h^) , MLWfc3ft#J (#i> tt?') Y'm m&mfbfoz>o 
feiiiftJiB Jfn.#J £ LTtex =i ^td - ( 
m, 7 7 

-fc y ^^y^S-fcta^Jxb^ (0!U ^~M) %f) > 

m) ^y-fe-y 

— (#Jx K ^7^7- K *sJ*7 'C7 s 7'~ K 

*y h*f) ^W<b*v5o 
I^J3*£iJ<h LTte:, (#U ;I - 

y-y^y/K yy^y/^) s Ty^rvv'yii^J (flu ow^ 



;# Vy ■yvV'^ >, •> l/^r'fe^'Zl'^) „ # A'V!^ ^tiaiTC^J ($1, r7 ’- — v^b V N — 
y^'Jyfly^ TAnytV, ^7jN^v ? b°^ > —^/i^b 0 :/^) % 



^2f£*f 

ttfis F!)xL^ c f 3; ISi4^flE^I^ (#!k f^7xy7/>7^^ 

7xy7/V7^'A y re. >yvl' $ > N '>77 h y ^ >x T>> :xy°y ^b^x 

20 /K y^/KTo/V'-. /V7 5 >, 

n py/-?- ifRi.^^ (M> t/wy77 7 h^) ^ J3 37=?^b ( 
m, CL-3 1 6 2 4 3, SR-5 8 6 1 1 -A, UL — TG-3 0 7, AJ 
-9677, AZ40 1 40I) , ^<7f (#k C 

NT F ^) ^ =U/>^ h^xx^yxfcxy h (01J, y> 

25 ^hy y°h, FPL-1 5 8 4 9f) ^ s #tf6tl5o 

^\wMt b-cti, (^Js -y-y fy^s^ h y 

y'n^y', -y-y y L /^^//yv' i y7NX^ _ 77r3 5 >^) , (#!k ^ 

f7'7 F, >7n^yf7^Kx bKn^aa^-T^ 

K, b Ko yz^;* f-ji? Kx ^y^/Pt Kp ^ n Pf7'^ F, ^ 1/7 As*?- i? K, 
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y ‘f'Z i? K4§0 x ^LT/^K^fny^ i] (#ik y-tfoy 
hy, HJTAT^) x m. T±?'S7^ K4$ 

) % 3 ;^yfy7/^yT5 K^2»J Wx K>\ 

K#) x T'/ir ^ h\ -Yyy/MfKx a^^Ul'SIx — Kx 

5 7otU*«W^5. 

UTiix (*U t^^n7*777 5K, 

/f7*7775F«) x (0Jx ^7hW-K 5-7Mn>? 

^S'A^) „ (^iJx W W-fv^x TKPTW'^y^) x 

m, if^u^^x tf^rvy, ^df-y-^) x ^y° 
10 y^-y'x ^7/y^y p 7^^x ^ h^v'K&^W fcttS 0 m<>5-7/u 
^-n *77V/vfi^^'Cfc ; 5y/y'y & uv\ 

MWJittfix (^iix 

Kfl^^x trs/v^n— /v^so x (^J' i^>'^ : "7*y'x 

y/7^7y x 3t-ft^i3 £ &j#fe“CWS>*t5iM' ( 

15 #Jx -f^-7xpy (IL) 4$) x =n-— ( 

0lJx itf3a^-»S^ 3i y ^ n ^^4$) *^S#»f6>ttx **>*e 

&IL-lx I L— 2x I L— 1 2&2ffl*£FT£UV\, 

ib, *s? ernsM m, -ry'Ky 9^m c^yt-* y 

20 1J-* — ^ (Cancer Res each) N iP*4 9^ % 5 9 3 5~5 9 3 9Mx 1 9 8 9^) x 

m, c^— 

. ^7 y x=.^/yy • ^yapy — (Journal of Clinical Oncology) x IS 1 2^„ 

2 1 3~2 2 5 Hx 1 9 94^)x ^%.7=fxx^ K (0!lx f*'/>'#) x 

^ K^^^Jx 7h7t k t 3 ft tf / — (^cife{'iv'''f a tt 

’bXfB^lWHt) x MM^iU m. 3i^=ii Hy^xyi^) c^y?v 

i/ 3 . ♦ — -J*yy • $rzf • — (British Journal of Cancer) , §6 8 

m, 3 1 4 ~ 3 1 8 lx 199 3m x J^ft^/V^^x IGF-1, 

Iriit 5 0^ t*&5 T N F - a x LIFx IL-6, 

Mte%rrz>tf.fct£ 



25 
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ALT-711#), Y-128, VX853, 

prosaptide#) , T 5 bV^V'y, 

V) % foXAsfr/vm (#J, 7^hy^) > (#J> **'> '■'*?>') , 

T^-fc^/v-n y y ay KOf^il, abt-594), ^y K-fe V y^^&laircM (M 

5 , ABT-627) „ ^ / 7 5 <0 &3Mfi«S(0!k b7vK^)> (0!L 

^t^) v GAB A§:^^H)il (#>J, > <* 

(0ij x Sanity) , (0K s 

BLtBSIOWU LY-333531), (M> '<y"S*f‘7'& t°^) , 

7— m. y^-ry-u^) , (fck 

io ;^ 7 ^y) 

y '-^yyjffe^.tz.h'ty? V ——yjfffi^ry b&^'X'&ibtb 
oT»&Wbi“3 - btfx% So 

is zny^v'/^J, ■v’-Y y v%’X'te/i'M?£¥ t fc£V'te: 7 k i b 

<Dm$m<Dr*x»itmnmz.®Lmx%z>o wx.&. i 

JNHHPJ#; if i: i tm— 

20 jft-rsr.-i:i!:J:o-ci 45 ii“Sri:^-e# 5 0 ^tibUM 

3t ^ $ nfcisig oil ^ bfrZ£?fci-zb<Dx&z> 0 

mm l #tt/\wftz\zwfa-rz>z.k&x£zmtoMtvx\*s mz.&. ■& 

y=f-y^ 3 — byjfybs 77lf7 :f - i '®i5^'ni' $*lH»t£ 
-t/uvt— x<D£5&08&mi' =1 —yxf'-T-s -ty^y, ifo£ 

25 o t£i&ikm\> 7t 7 y 5 '>a^s fLU^fcte: 

ft V ^ t> tb5 o -hflB^ 

4 7‘<Dtt'%\-fc & bfcWiWi<D £ 5 
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b°(D <fc 5 frtem ® £ -£ 5 ft if ^al^- (DMMMM 

mx-te, ^M^m. 

tK, Zf K (#iJxJlx D-y/Hfh- /K D 
1 — 7K h y 

6 0iJxJl x 7/1/3-/1/ (#| x — ;V) x ^!I7/V3^ (09 x 

y n_, K Tjf =x-/v) . (09x ^vy/i' 

y <- — |n 8 o ™ N HCO-5 0) m&WtbVXfe, 0!)x. 

d x =f-^ x ycMftWfflV N tilx ^ 

lo ^ 7 t x _hiBis^^s miix (#)x.iix s^^-y* h y 

x *§*^£9 (Mill 

^f) x (^!ll{lx t bifiLmr^'^^x ^yafi/^3 3 — x 

(^ijx.llx ^y^r/wa-^ 7x;-/^if) x ®HbB5-ih#J&£*£ 

is 09x.ilx t b*?m 

fLfft^ (0!lxJlx 7'ybx ^^x ^ib^x k'-^x ^x ?'>x ^ 3 x "f^x 
-yvvfrif) (c^j-L'C^-r6-i^*e#5o 
-MliiHx 1 4 2 7 31 Z.ft1~Z>T^~* M^^x 

ji£#tx if i^<t y &snijc i ?-<£>#'n\ $xW(^#!ix.{ix 

20 (fr®6 0 k g b LT) IcljoV^TIis 0 |CO#?^0. 1 ~ 1 0 0m 

g x #f ^ U < liftb 1. 0~50mg x cty #P ^ U < filb 1 . 0~2 Omg ~Ob 
5 0 ymnifti-^-rs^tex ^oiieitMi^Mx #*mk ^x 
if I: i o t ^ ^ s x 0!lx.M ^M^J^^x?fia^rMx.llx $ti3< 

£fj£3f (^S6 0kgitt) 1:1*31/ 'T fix — 0 l^o^^o. 0 1~3 Omg 

26 SSx £P£ b< 14^1 0 . l~2 0mg@^x «fc y £f£U< li$J0. 1 ~ 1 0 m 

g9SS$rf£M&ttfc«fc 0 te^SM&^ii'S'fcx ffc® 

6 0k g^fcy §• 

(7) 

1 4 2 7 3 STjU/^^l^cfco-Cx 1 4 2 7 3^tttlS^ 
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^ t as-e# 5 0 

*3893 tt. 

(1) 1 4 2 7 ( i ) ffifl*®*** 

»**#»»** * 

5 JI!Jfii^> l)W^ tojffittS, tt«fcl8PSW, fle^> Tifri 

t&Ht£ (0!l;U£* TS#8ftil*t&®TS* TS3M4 /J'A^e* fcMM, 2ut$iU± 

(Mz-lX, *mm) s tatt#**** 03MIPK {£«3 e. 

% u&iifiisii, ate®*®. ^ v '^skm., nsjfiLis^ m 

io FFAa iK+wnum. j»j»jh\ m&mimm. mz*m. ***** *e* 

HMfafc/we:/' (0!L 31/i/^h^y (CCK) % 

>. 1J |? (G I P) % if* MJy, jf/V# K— 1 (GLP 

-l) N #* b y h\ ^vryf 

4’f4's s ??> s f‘4 ^y ^o.'-'av-^'y 

15 V. iS=7=->, 5a-P^fKY, *y^77!)>1fi> ^f-KYYJfe^) 
©#!&*** (#1^ itflgjfiUiEs llEi8k SfoMUbs f&Lsffis 

'L'jl&S®* BEi§2£) • te&ii. (ii) * b 

(D ^ y -fe o jfe.4 1 o — A'fS^ii^ 

^ y >lg8tii®a&. (iii) sbiRM^ 

20 0 C0ij*.rf, AfgSW«SE, Ai£to85«®, ^ 

(ptc a) #©i?afeflK 

*£,'***. ^L'3£*oriiJfiLfec.'*jft. ikw^m ra«M4 
j&fr, (JB&& JW®&, JBffijfiL&£) > 

m & U sfe##0Mfc*, Tang i e . Trn- AttSMlRfiS-ffc 

C^il^Lf^ SiSbJilR*® (CHD) , IM^t 4 

] > •&&'&' (iv) ® |JIR 
(ACTH) £«f@S3H (M> ftWIftlfflMs v 

(v) a rTHi^ i i. ^ 

e^l^s i^F^il^s iftjfiiffis 
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yy^^^M m> •F'CHiflEfix ML ®JfoJBEx J^^Sx 

mmm. mnm. miM^Sx a&mm. & 

^{ST. i&% V ^nl/XfP-/^ WirtSM^x x 

gij ^fe>fg;(D^%§-te¥(D : gi&<D^'V5 • fpWM, ^tcit (vi) mZ. 

5 it. h-v^x #3§tt$5ifcx V 

!S^^£> . (0!U ^7n-f) x (0dx 

^44J3®H^i&x -yw^^f K— v'^x t)^ x ?Bfb m\Z. 

it. mm&xm#. W5o«w^, n^m^x uMamfcx Bf&&) > 
mz.it. mwM&. mmm#. mmmMtim. 

io x sfnM%z& (011*. fix ^ifa.f£ltiftLx ^SE^x H 1 

teitfW&KflMB^x ®JfH4«ffi^»x ¥4ttftRAR:J;5»ttlR3«»WlSx A 
CTH^&fcMSE) x J&MfeB (MxJ^x mmm. Wfe. feM#k. 

^;gp N 2|g£ljT WP 53 ? — ) x 7~t"7 4 *7 *c'y — y a y 9 & if 

is - £ ^mm-r^m. 

(2) 1 4 2 7 3 ££3#1ilc£i~5x s^m^x »i^tMI^#x fr b— 

yy^ TVF“'77, *£&#!#&&£* (i) ifti 

BijfiLjEx WjMSI'fbx ^L'^x •'L'l^SSx BE'^x BEfSHEx TSffl 

mmm mz.it. Tmfcm$m-m&Tm. rmi^^xm. mmm.. 

20 M. # yyy^'M. ?^yjfa&s ijCfiJIM x 

•IS Ofljfcfix *!&*) x «B«^B»#x WWHKSfrx <6Jfo4tffix 

/pdf— % *ffiB$fc«x iis-f V ytfaM. ifiSJfaM^ & 

FFA^x H^WiKlmx JJgjfrffFx aa^x ^*#x *&fe 

^ (flU =*p^ (CCK) % 

25 b V '—'<zf ! f- K (G I P) x Zf7b !Jy, ^VK# K“ 1 (GLP 

-1) x y-rb^^T-'y. # * b y b\ ^7T7f 

Kx >\ ~=u'—uyyy 

y. rfy~'y. - a -qxyfKY, xy^ry^ix ^fKYYfti?) 

(#t£x 5®^^x lEfll, ShMSI'fbx »W£. 
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frj&KS) cD^m • mmm. (a) * * i *« 

— /i^EfcWrijiJIfSx — /MSTHIx y 

nmm, (iii) SttlKflMbx C^>Jx.{^ 7 

xn— At£IbEJ»fb^x 5p^Stfc'Cfffi«foA 

5 S^ftStlJflli^J&fllf (PTC a) 'L't&SiK $5 

*0^^ cc* J^ifa.'t^^ ^ i |f01M4fifcfTx 
(jK&& F^S&x JMJhtftegn^x Mu 

Ta n g i e 

x?*:tih<r>ti&6&. w%.&. m,W)m$zB (chd) % mm.&tetn , m wrcm 

10 (iv) 

(ACTH) (v) ACTHS4®i> ^ S' i/V^pix 

j&gte^ ra^ato®. *tMix hwimfx 

jfojEx ttti5^ 

i5 mjfiLft^Ss **w«x «5#ai. 0*isr> is#y ^aieugex sav^P- 

yvjk, &&&&&&) . • f&i* 

— £ £ SrflUB-t' 

(3) 14 2 7 3»5^iMm, (i) 

20 £■ ]*»— ?✓;*„ 7yK“^s 2&t^J?fWI£®#x $tiE<#IW$Ex i$rlj<#ii^Ii;£E> 

mikm, m muz, 4>i mm, mmmm. ee«x ibMx ts#$s 

mmm m?u*. rm^mm^m^rm, rmwm^xm, mmm, %$&ux 

M, .? y 9 sy#1H' jts^u 9 - 

m (ffl*.ti. xmm) ^ wwMWt, &±m&. -fy^y^ru 

25 /P=¥— . EaEfr^tix Eaflfi^ix ’K'fl'XD i®jfaJt;SEx fij 

ffa m, EiE&Ef. mm&mmmm, m^mm. %>& 

M, E (^!l> (CCK) , ^MJ y^'l'ytt" 

F y '-'<7’?- K (G I P) x jfA'% dtiy^-^y^^ K— 1 (G L P 

-l) x y-^h^^x t^fy 
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v N s a -o^fKY, x^7ryvl, ^^KYYfcif) 

Jfi'jttSEN BEfiiSE,. b 9 ^It^Ii^B^llf^MJIE 

?®^) ©^Bfr • f&ffcll, (ii) ^ h ^wtisisi. 

5 %.mm Mm. 

^ (iii) SjflJiWb, <fc WtL e> (DMm& m*.&. TJ"a. 

SbflRS-Sel^ (PTC a) tojffiffiS. m>L'& 

FfeS 2 ?^ (5^5 

10 IK&& F&fci}Jfa.ft b) , mjh‘ffi&R&* M1&, ^SfcfWfb 

55 g % W^En Tang i e r#fft<!f) „ 

ne>©*S08ffi tMMIS (CHD) , Mjkfcif] „ 

(iv) 

(A C TH) £fcte (v) (0!|x.ii, 'ItttMSS V V 

15 !)tv b—T'^s V 

(#1, ^7n-f) > PfR#3Rg§J& (0!U ^CW«S> JBf^tSy»Bl2fc* ^ 
k— >* % u«^iM4MSH4jwr^) > rafbssR^A cai*.^ 

mmm. &mm. > #»•»#!& (09*. 

(i % J«fi^> 5fefll#Slfc> > 

20 jfDL^JA (#»J;U;£, J&jiiLtefMiu 0 

ik^, ittuy^i) > ($«*.«, 

<£, gijvH&8g^&& acthw* 

) „ &mm& «> ##*6^ $as% 

^'— ) s T-yy 4 y-^r'y'-'y-B 'yVtl}£<D^Vi • 

(4) #|5£ 1 4 2 7 1 4 2 7 3 fc<£> 

^jtsraa^-r 5r b&<tmt'tz>±tt d) ~ o) 

#8s«rftffci-S. 

SfrlELfcy K J* l 4 2 7 3 b <Dm&fe$:mk£&Z>fc 
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-tlS 

z>z.kkz.£oX$&fo1rZ>z.kifi , V£Z>o 

MS, MiaUf' y KH 4 27 3i;©i 

6 it, 

1 4 2 7 3 UT^3$);^: 3:313? UtV^i £ 3:$ifE't~ 

*s-e# 

(8) 1 4 2 7 K<E>ik3:^fb£-fr ; 5'(b 

10 GVotilti 

1 4 2 7 3Bli&flg 

KlSsttS 1 4 2 7 y — 

Mr fcas-e#£ 0 

i-fcib'b^s&wwu #!;US, 

15 (i) bnffLlb^KT) a) lfitf£, b) c) 

jtS&fc IX JBBJfiffll®# 4:^81 L* jMMhfrt-'a’SiL 

51 4 2 7 3^ttt5-tiCj:5, *M^*5*t£ 1 4 2 7 3 

&Z)fc'&yo'&tcte : Z:<DM<D*? V — 

(ii) 1 4 2 7 3 tfct, fflJSBII®#S:llM8t 

20 U jNBJteJSnii^^^ti/5 1 4 2 7 3 fcHJ&IIgte&ttS 

1 4 2 7 3<D-ML&&4k£'&&tt&Va £ 7c fS ^ 

(iii) hRf?LlRj J $J<£> a ) ifo^, b) c) SlMHF:fi i &¥liL'7c 

HfilfcfclX t4JNBfla«StSr§Uti b7c^, 

^ V'^r^JHtl'f - <5 ^ McJ; <9 , IfflJi&llli-h^f^It 
»®£t-*stt3 1 4 2 7 3 ©ssraetes-tfsto^ 
Vois.lt.ittoMfDX? y — ~^;£?£3rJ§#rr ; 5o 

(iv) 1 4 2 7 3 £ Ufc^, :fe^lfe-fe?£3:7B 

v'^> £ t icj: <o s - 1 

^ t K J:^> N ®M3it5l427 
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1 4 2 7 3<^#te;ir#lMj(£te^T<£><i: 5^tt 
9o 

(i) buiflib^J (0!];tfcJs ?y K 

5 r^-y-a^ 9 ^. i>i/ N ^=* % 4 %^ ■yvi'&ifs <£ 

y K BKflhr*;*, mut, 3H#J (®*. 

^ Mm&rm. imm, mmmte?) 

(Wz.l'Z, g7jc^M/^s «^'>3'y^> 93 BIN 

Jfc*£. (0!);tJ;£, J& ffFIix W#fc£ 

10 ) . ^ tc ttflMd* b LfcMI. fc&V'te:£fflJ3&£r#5o IM 

*ytr±»ia^sr^ mmtz&ffim bP^M«s, y^ 

mzmmv. wm* 

#®S44#J (03*.fis h y hVXl 0 0™. y>T — ^2 0™fci?) ft£3rfl3V\ 
is b*m. 

irSrVN^o UTte. Potter- 

ElvehjemM*^ If —-<?»£:# bflH - :#^ P—V 'y?-f\s'y 

y fpy (Kinematica#^) <D £.&$&!&, 7 U '*/=?■ 

t£ ^’CM- bft;& s b&ffilS ; £:£fflV''./ X/v^fePgffi £-^3 ^ t (££&&#& 

bTffll'bHSo 0»J*.Wf% ^II&flfc5HfcS:4£5£ (5 0 0 
~3 0 0 0 r p m) “CteNFfH? 1 ~ 1 0 5f) jS'L' b. _tfff ^ b bPli 

^ (15000~30000rpm) T?aifi? 3 0 ~ 2 0# IKI&'L' b> # £>tl$ 

tt»«rj«nir^^i-So ^mufci 4 273 ^Mi^s^y ^ 

1 4 2 7 3ft, K 

ryzn^^ypi y «5^T*5 
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ai) 1 4 2 7 mm 

14273 x 1 &x% z>o 

JMMKl&ttS 1 4 2 7 3 V “ 

-^fts 

5 (i) t^fLtbW^UTs 

ft* Si^rattr ( 3 o 5Htr~ 2 4 iff^L<li3 0 

#fij~ 1 2 <fc >9 03; L < ft 1 B^tu- 6 titmtii) b U< «—5©l#KH£ 

(3OM~3 0t, J:#03;U<ttll#IHI« 

~2 4 h#Pe9^0 , 3;fcft^#J&SiMt#>3ift* 

io # Us ^wsia« ( 3 o 3 0i, 03; U<»1 B#Ra #~ 2 0 

^s <fc 'O 03; U < ft 1 0#Ffl#~ 2 4 B#Ff9^) s »lii^lt51 4 2 7 3Wi 

£f£t 5 £ 

— (10t~7 0t, 0^UttlBl~3 0i, i!)03L< 
15 ii2 0t~3 0t) s |0MlC*5tt5 1 4 2 7 3 OllrtitS i i: ?) ti 

fz?z :i;m5. 

1 4 2 7 3 0ti(il^^woj; 5 tUTfr* 

5o 

(iii) ESfcSWtgSSM&TVi'^fc buifLil]^ (0ijx.fi* 7yf> 

20 '7 ? ^s <>f > t 19 ^ffcftf^ft^a^:* 

y K JIBit-^?** SbJKSMb*^* ttlt, MM (0>J *. 

fi % JfiLjEi£T^s fcSl'ft^aSft* 

(0iJ*fts §7K* M'** «fU>3 S'** BjBts ®i&fcif) fc^Sr-S-*.* — ^ 
R#WJffiiflUfc:«f£* ifiLf^s fcSV'ft#?fetf>Iiifff (08*.fi* $5* FFUs Wl«*^ 
) , ^fcf3Iii^^b#g|UfeMSs ifc5V'|j:»lr#5 0 #ktbfcS®$§s BM 

x^mM^ 

*r5o tizz'D* #« 

J®l±oiISS!:lilit5- £{£.£ *9> 

1 4 2 7 
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(iv) 1 4 2 7 3 kZZklZ 

xymm-tzzkbX'ZZo 

K&lb&to ikVXtts fluffs Ks ^ 

awfls&tm mmttitim. mmmt&mm, mm*? 

5 jftSfflVNfetb, ^.tib^mmm^i^mxhoXb &*n<D4k&toT* 

fcottiv'o 

&Xki\&to<Dl&k UTfis 
KifFS&SftSBfe (0!U *S*fifefc*r) (0k 

v'btt, i«ia 

io ttt, 0i*.wk mm,m (0ix.fi, ii> J&fb7k*s&v 

3/n^^ m^s^, ^ :=•:/§£, y >'= ir ift, ns£, ?ctsi < 

15 )JifC:iott5 1 4 2 7 3 

y N (4) »JHi-*5fl6 l 4 2 7 3<^*£ii;&D£-fr5*i£:t-£ 

y % 1 4 2 7 3 (n 

) $BJISI^K::J8fl5 1 4 2 7 3 ©Jk&flfel^’lirS £ k \C <fc 9 , 
mM^^>\t^^.tL\'i.4:(Dm.Xh^>o 

20 ttm<o*9\)—~l/iftt*m'XnbfrZQ&ltok.\^X}&, ^-X4- h\ 

m&w, 14^X4- 

Mfra #3 fifrM ft -f X th o'C'biV^U <^^KD{^^3-T?foo T t> £ V \ 

j; < > mk&%o<DMk bTfi, £®^Jf-fF^£ib5^ (0k ^ 

^<DW£&kl'Xfe' 0lxfiN (Will SttS^ 

yyi, JMtakmm, kl k<D i£, (0Jx-li, ^ 
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jfflBSMfc&ttS 1 4 2 7 14 2 

mxfoZ o 

5 1 4 2 7 3 <DM&$£ / P£ J &Z>4k'n- ! %l & 14 2 

7 * telfcSSfc bt'^r 

ffl-efcs, 

jk*f»^yHrei — BISS 

10 -r v* v * b bjw&wbj#* 

z^y (ac th) #«sw«5fiuB BBiteaBiaj&^o^y'fen-^ 

jfiL 4 1 ^ A"fer n —/MSTflUB s BiBfr&^WJfEJl, E y 

(ACTH) 

f£Jl) Bs^fflBa^bOi/y -fen— yp£j&S§®53!k Jk^ 

15 A'WflsaU JBJ»^S¥1W«iSBJ, ^ y * h 

3B % (ACTH) &BMI9Jgi£!l (£?3; b< teu BSB^ftt^ 

b <Z) y ir a — jBl^ 'A^z n ■ — /MKT^J^ BSB£;£? , #?#flr£!j£!k ^ 
y '^Sfei»Jgik BJ»-ft«BJ»^/^V (ACTH) ft 

IgftffiJftJ) t£ b b X*hZ > o 

20 1 4 2 7 3 cDJk£ig:ftn£ii:31b^B^fcte^<D:^^ IIJ^PIn 

WIStMSE^x -$rl — T'> K— v^. HSlS#jE£H^ iSiWi^ 

ffimist&* BiBlik^ WiM^it, tettHBIW* BB?ix BE^§ 

2 Se n TU'ffc^iiiil^iS (0!lx.frf% Tli# : mI^^tg'f£T^N Tifttt^AliN ffcM 
^ ^te^g:yc^> j^n^^^kUiE, V^jg-o 

25 #iM£ga$) . & (#!*.«:. <£jfe«f^ 

^y^!)yr wp=?— . BgJte#tt> BiB£^3i^ ME is* y ^ik^, 

ssi intern. MFFAm, ss+mib&se. BsB^BTs f&m&mrnm#. mpsm, « 

Bif'zJvwev (^J s nvy^h^y (CCK) > Jfxb'J 
yfEZ'ZifbV K (G I P) , bVl', 7^11 K 
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— i (glp— i) > jiy h V h\ 

/^y 7 ^ 7 ^ yf K, yy, -v-y'yfyyp, — ^ 

— sa-n^fKY, iy^77!)Vl, 

Y Y& if) i? (#1^ ^Blifo.^ BE 

6 SJjB/fcEI'fbx &'b£Ex 

#J t b-C^ffl-T 5 ^ £ ^1?# 5 0 

1 4 2 7 3 #JxJ^ WiM$% 

it, t III® J; [#|J;U^ 770- AttSbBJi^fb^ 

10 SSWDR7&£fl!f (PTC A) f©S^i> 

skm^Bcit^&^tfWiM&itm, PBltfcttJfefT, B^ 1 * 1 (BM^ BS^&> BSW 

ifo.^ t*) , 7 7^1, jwjfiLWtifefii*. mm, . &&&mtm, mm, Tang 

i e r #!& if) > Txn~AttSjBlR^bJfiLW^*5«ttT^r^b0^3m m*. 

&, ^»jb/r^# (chd) > iKriijfiL*w > nsffftwsuti <DWt$&m 
15 fc ifoSftrofK • f&!RSI i: UTtit 6 C i: #T?# 5„ 

£tb^ 1 4 2 7 3 Mx.ht, @JW 

Sfit^/U^y (ACTH) bT. &\x.&, ACTHlili, 

^7^, «gfe& mitakmm, m%m, m# 

mftm, w#&£u&* wnkjz, * yisyjrmmt m. 

20 BE*. #lfis iiiifo.EE, m , $tm#is i^i, 

#abi5as. ttUfa-te^B, I£7 j4S;T, ') V J»£nM, 

^=i U^T'U — /V&L, fijfiL^ii#^) , I'JW>S®C>#^7fc ifCQ^ 

B-co^VS • ?&jRSiJ t bt^ltS c: <b £*•??# &„ 

1 4 2 7 0!);tk£, BIBMfflB&^b 

25 OT'Dtn — /b^J&PIMif^Tfil , ikcf 3 T'/^ o — , BeB£#$?fi®5#.IB , 

✓fy^y (act 

H) #Mt|5fiMB (0^b<«. BiB^M^b^^y-bn— 

m yxmmtm, mmfenmwm^y (acth) *^«r^r 
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-fen— ifc.4 3 # Ast & — 'HP! 
ffiPL JfmffiftMMWM, 4 is* V y&fiiWMM, * b WlWfeWM 

■ mus^is (ac th) &mmmm w£v<\*. mmmm^b(D9v^n- 

5 it^J> * bi'^WB&Ms (ACTH) fti? 

£ b-C^*CfcSo 

•^fc. 1 4 2 7 3 09£.f£% 

sjjw-fb, a^cds* *£>«&#&. teattgp*^ new* sets 

10 Tlfriiiw (fllfcJi* TSffct&^tE^&T^ TS£M£/hA^ ^ 

3£> AArfiuGE. ysfMia 

-> $B (#dx.kfx AMi/S) s fBtS^lifSSfK P£ii$£^k (Siklt3£ N 

4 y^v yr wv^-, mifimvk, mmmm, mvmmn, M4 a* v yskm, 

Ajfn£fc jtiFFA^ fc'PttJIBIKJ®, Jlift&ffF. Sfo££ttMIP*^ *s 

15 k^W, jjflffsJvwE-A (W, (cck) N jfy b V 

y^^ytt'M)^7 p f K (G I P) s JfxbV'y, K 

— i (glp— i) % Ay b v AjS&tfcj^y’A b\ Ay 

^VT9*T4 t/V^T’fK, ibAyyvyp, 

tfy — y, sa-D^fKY, xy^77^i, 

20 YY^if) $SSt#ge*fc *?<*>£& (#A, «3 e. 

*?»trtl»aJI^3»SUIEflll3£) • f&S^J^fctey b u^mMt U 

^fc. 1 4 2 7 3 #Ix.l£> SbJPiflji 
4 b. W}M^ikfe&&*5£XF : £fo ( b<DM$&& (Mill rro-^itSilStt 

jglbl^J&fly (PTC A) -L'MIn 

<m&m. i®ffl 

Jfil^if) > SHSU ^S^W-fb^ W3S> Tang 

i e rmtetn , TTv-^&mmmtihwm%z&£TfZ:tiib<Dmmm im*. 
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t/i^a^f K—S'** TfH (Mt 

ttffilfifc* fffiSS) . 
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tfX'ZZo 

(9) 1 4 2 7 3(^tW^b-C 
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mmm) , & m*. &, «) . ib«^spse# % ipm£#* (6iL^> ^ 
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(Dm&<D^ffi • t LT^ffli-5 r £ ^T?# 5. 
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« % mn 9 ofS«, JUJ^FF^x «M4BT0K Iff**) > 

#&•«#!& (mt*, MMHiifcx &m. 'mitm, mmwsmtim, 

20 mm^mm.) , m*-&, ^ikttitifcx ism^^x mmn. s 
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>^DN AS fcfi s iRNAIl 

5 ^Pfl(DIDNA(Dfcfe J $ >: £(D$gi%Jt)ttfL : %:^' < Z>tz.£><Ol&Wrffl$'V K 
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10 ) hi J i?LSj#)^:^Wi' ; 5o 
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15 *.ff, mi4 2 7 3 0«WJt514 2 7 3m^DNA/^ 

#^K<7):^5fct£DNAf3:, IIlfifcSV'te^lCD iT'fc? 
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— ;fr % b^fLtt)W3:> ^SBUcfc 

20 5)5ftDNA^^H^i-SCl^^®I^UT^DNA«:W«J^^ UTiSS^ 
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10 Ltii, ^I^DNA MZ&^LWiyofe, 1 

4 2 7 3 4 2 7 3 d «fc 5 3E# 1 
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<z>A¥#f> 

(iii) DNA^t^»» t J: Z.tlb& 
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fc> 1 4 2 7 3 icM^i“ ; 5^B c E-x/v^ i §- It3IK::fc5tt£ <£ V 

&bia-±, 

5 ^fc s b V'?$'>' 

^iibfcDNA^Mj®om#s 

- ^^BXtg-efc^> 0 £bbA 1 4 2 7 314 
Tatfb— S'** 'i;7cte ; e*iM£ 

^tibfDmftzm^zxktet'tfxz. 14 
10 2 7 Z&£.T$^(DfrmMW<D tz.fr <D^W£^^tiPcht£Z>o 

$.£>i£> 1 4 2 7 3 J& 

1 4 2 73^1 ±&(D 

v—=-^ 

15 PJ<^^4DNA3§^^^~£fflV^x 1 4 2 7 3 5^§®DNA 

mm-rz> ^ t &nsmxtbz> 0 

(12) S yVTt? bib^J 

bnf?LS!)^E^»4b'J:-0« 

;fc^PJ<DDNA3§5L'F:£#bfc bPfi?Llb^£: 

(1) ^:^^<7>DNA^^:?g-'I4^$ti7c^t bn§?LIi#iK^fflfl&x 

(2) ^DNA^l/^^-tfei 1 (#IJ, ^if*5!?©i3-^7^hv'^'-^ 

5t^) CD 

(3) ^$-^'{'>>'M‘t±X$>5M Cl) ^IBSt<£>j05^ttx 
25 C 4 ) #t h^%&ffid$yyMWJ ! %)X&> ; 5M Cl) 

C 5 ) y C 4 ) 

C6) 7js:^^C0DNA^^?£''l4'fb:$iifc^DNA^^.^^;#li bBffLlb^JN 
(7) iDNA^I/^-^-i^ (Mx /3 — b i/'?— ^ 

£r#Ai~-5 ^ <h {c J: <9 — 
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DNA{C^j"t'-5'7 P ci' ; E-'— 0 C6] *RfEi£<£>#bt 

?ls m. 

C8) c 6 ] bp£?LSb^x 

[ 9 ] C 8 ] hutfLii]^. 

5 cio] ms c 7 ] ^ciaftoiM&tex utf— 

ISmSTtfeWi - *- £ *«N»i:i“S3W8M©DN A JJ:^i-S^o^‘-^‘-i3H4Sr 

:$^i^DNAriS^?£t£4b£ti/fc^fc bn£?LI&M5^M®flS£{3A b^i 

fLSb&tf s ^^5#38W©DNAfcA&WK:3£SS:Jn:fc.$w Ox DNA© 

io !8SfB«r#®li-5JK fc U< ttttDNA^a- KUTV'5 1 4 2 7 3 ©tSHfeS: 

DNA^if^ll-l 4 2 7 3<Dfj§9Lt£&W£ 
ftV'* C£JCTx ^K<0/S'^7!> hDNAtS:t5wi:i s fc5) h^M%W} 

(£TFx ESaiatlEtS) SrV^o 
bnf?L*h^£ Itit 

15 &mw<DDNAfcA%bW}fc : mm$:l3nz-Z>Jjfek bTfix 0*;fcfix afr&^-X^ 

^=£.^c:,£ (p^DNAiB^'JfT)— ^Xfi^lF&^'JB&x IDN A3rJf A^fcb£fii$l 
£-#5::£t-<fcoT?T&5 :nb©iKa^ MxJ2x => K 

bbfcO x T'o^e— y— fc5v^^3:^^yyc^t£ : £$^^g■t* 
;5- £(cj; 0*3§PJ<£>/ y 9 T t? bDNA^^Mi“ttf^<fcv\ 

20 b^LtbMSMMS CS*Tx 

DNATOtt^ES»^fdfi^PJ«50y S^T* hEStt^ilEtS) O 
UTfix 0!lxJ*\ b<#?LS&&#^i"54 ! 3&93ff>DNA 

^fitx '»'Wi4jt'i5^x ^tz-x^ '>^s 

fcWilacZ 

25 — tfjtfe?-) x cat (^a7A7x = 3-/VTtf/Vb7^7i7“^S 

&&) %ttmk-tz> -rz z-ttcxv^y ^mm 

^WiWdr^^s "sfaitO'i '•/ b n y^^cat|g^<D|S^^^w £ 

•tir^DNAia^iJ (0t];tfi£x polyA#^P'> y “A A' ft if) ^IfAL, yfe 
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i 5 let iLfcDNAia?iJ^tf §DNAi U^T\ 

— kfflR-fZ) tr, #e> 

tltcE S^fflJ^(3loV'‘'C^^^^'DNA±:fc6V'‘fi-?:60afi'(^ODNA@B?iJ ; lr7 p ci 

—ft Ufctf^W^y yf 4 '^f^f 

5 ^ — _h<7>DN AiH^lJ ^ ^ f — YfM ffl U PJ O D N 

A£^<^^^^DNAlH^J£:7 P Y^-^'-£ bfcP CRj£(C<fc VM^f L-, ^ 

3§BJ1(7>./ y?TV hE S^ajja$:5lSiJ't*S^ 

?)^MODNAS:^^kS-«:S7n©ES»lliafc 

10 Evans^Kaufma^^2pETffU<#*Ufd^^T^J:V\ W*-&, 

ES»i^> m&> — JKBjfcttl 2 9*<©ES«Bil&^ffl$tbTV>S^. 

9 LTV'^V'(/)T% 

WlifAJ&SWkJ^fcE C57BL/6-7 

t^^>C 5 7 B L / 6 § ^D B A/ 2 O^SBtfc: J; <9 3fc»Ufc 

15 BDF^!)^ (C 5 7 B L/6 iDB A/ 2 iOF x ) t><£> 

ftiffc&JffcJBV'SSo BDF^^Ii, SIF$Ctf s #K^ 

5 C5 7BL/6v|)X^#ti^o©t% 

C 5 7BL/6-7!) 

5 7BL/6-7^(lfti5 

20 ££:#w$6^fc5/&^ffUi^v N #So 

Esa®«t5^> 3. 5 0S«SSOTt 

s£ «t < 0%c<D$JMJ&& W&frZ> r. t Z>o 

■Sfc. iHt^V'-ftLOE SjM&JBV'Tt JlStiO E S #fflflS0>#a s £ 

fc&lzb -e# 6fctt#-< Wttt^SiJSrfT* 5 r. Ui\, 

E SJHBiaoWat^J^Ssi: Utft, PCR©cJ; 9 Y^-fe^-t^ 

tfcffli“S#8sa s . b-CfclfSri:^ 

z.<Dj?fe*®im-rtii ' *, ss»^#f*-f5©^i o 6 {@©M^^r 




WO 2004/065960 



PCT/JP2004/000248 



133 

^zmrnfDmx'ftts;? z.t& 
pjtg-Cfc 9 s fTbBI- Ufc^ t \z. «£ 9 

©fcSdi&'t?# -So 

s -S/c. I3t^'y3yRT(t $Jx.fc£s 

^ bfrX*%Z>o #WE 

foi o 

ES«©ifef^ / s/*T* hbfcm. (#!l;tfc£> 

W2n = 4 0-Cfc£M) fcnXf? n— UV\, 

10 Z.(D £ 5 ^U-C#btLfcK^5®J3g^f^s f@$: 

^§dfe"Ccf ^>0i^/Sr^V'‘ J ^ > i“V'‘(D'C^ ?£;ict^ < %>Z-b ;d s i&if''C&> ; 5 0 

STO»if»©J;9^SS^7^'-^“»±T*L I F (1 — 1 
OOOOU/ml) (0^b< tt. 9 5 

5%^m^> 9 0%^) tl«j3 7m«t5^ 
15 i?0^fe-e««L, ^l!ltt> hP/'>y/EDTAtt WO. 

00 1—0. 5%hy / 0.1 — 5 mM E D T A s $Fi£ L < f'i&'xJ 0.1% 

hy^yy/imM edta) M!a!)f»lbU — 

^ ^ r o j; p ais i — 30 

y > SSTI^. !£>*£&£■ 

(M. J. Evans^S. tM H. 

Kaufman, ^ ! ^ J r'- (Nature) H292#, 154K\ 1981^ ; G. R. Martin -fn 
25 'y—^f 4 • tyst/v • T • -y-^r ^ 

y>zc . — (Proc. Natl. Acad. Sci. U. S. A. ) 1^783=^ 7634 Mn 1981^ ; T. C. 
Doetschman 5 j % i? -Y ' — ~3~ ’A* * '^T~^ • ]) y^~ * ~T y h - 11 ^ ^ ^ 

V*/!' • |g87^ 27M, 1985^) „ ^P^OESHjair^b 

$4irT#btl5^P<7>DNA^m^m^ -f hnM*5lt3 1 4 2 7 
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£r/lV'T*!!J^:UT ^ bfc£ V , jESlfr4£j £ ESU 

i-zz£&nmx&& 0 

5 buffLilj^^ U-Ctt, 

^AKl<fc 9 #—*fy ; T' { OA^^^DNA^ s ^S'l4 / ft:$tl/^:DN 

10 #:JiO;£3PJODNA£Aib^:b5t@l^i&^;t&£^Svl £^cfc «A A3§lKO 

DNA &J y 9 7 *7 h^-f 

«§BjlODNAaV **WODNA±4fclitO 

i£#(DDNAiB^iJ ; S:7 P n'-y t UfciH^V/^ ^ if— '^3 
#—sf -yT'f _hODNA@EJiJ£x $— ; fy : T4 

15 fflLfc^^S^O^IPJlODNA^^O^giig^ODNAlE^J^:/^ ^ 

— £ UfcPCRfeKiiSIW^J^S-^^So h nffLSti^E^ffl 

fcM&«£;7P'--:X'7 , U ^®*BII&%3ii§fcl#8L lifl 8»iO#t 

fERUfc:^ 9ESrft^KS-«ri/S:l*^fc 
20 hni?Lit)^^#iz:#^ti-^o f^tti^^cSb^J^IES‘iC^PJ^DNAM5r 1 b 

o$BJ& £ A&ft teSSS bfc A3£l^ OD N AM Sr t> o$BJ3£ £ OjiW^ $ fi 

yWi^X^^o 

f^df- ^ yWltyxn&MflRW&fV— #W&Sbfc;fc^l3JlODNAjM&fco|&^ r 
Oct 5 jH#iSf^S:5SBB'f‘Sr.i^J; 9 t> x 

fir, Mifi, =— b#?— ' 0 'Mft\irZ> Z.b\z£ «9#biL£o - 
OiSteLTWfejh/fcfattfix ii#x 1 4 2 7 3(D^7nWifi»^ 
1 4 2 7 3 bx %:tl b ©Sff^ t> .1 4 2 7 3 

- £ ri s_ c?# So 



25 
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^TrDNA^^^aAi"?)^ £(£<£ 9 

#Abfc b^fLSJj^Sr^S^ b&X % , -Hbco b 7 

y7i?xsy^^ fc b«#fLS&W-Jt-<T, 3t£bH0EI*BiM.fc:J: 0*fBW<0D 
5 NAJ^bl^m^fcS -£*-<£ 9 #k*tSo 

r.© «£ 5 tLt$lP^©DNAi5V y?7V b £ti-0'3®ffcte\ £iBfc:<fc 
9#b*bfc®h^M^^DNA;6V y 9 7*7 b ^tlTl'S ^ t £5il& UTM# 

rfrte o - t ^-t?# §„ 

$ e>tc % -r^^^>s 

10 WftDNA 

bib#)&r^#b 5 So 

^r =f— bttteiis :es<@# i , *^uv =*“— bisa&tefcs 

£ 5 S w £ (£ £ V) r £ So n if-f =?— 

15 *5 £ XP^7 n ibV =f — b Sb^ Sr*0fi»f^t" 3 . 

bPf?LlttJ^B5#£0#3^ ^I^DN 
A»m^^t bBffL«]^^^Wi-s±T% ^S^^-efcSo 
^fc, ^P^ODNAM^^t bPifLStl^^s 1 4 2 7 

1 4 2 7 3 

20 E<bi~S^^^^^/^<bft‘9 ; ?#Sc£>'C> 

(1 2 a) ^0DNA0^Si^iftiSt5^l^btM • ^ 
«P|ODNAW^t bn£fL»l#>te. ^ODNA(D^SI^ 

#3§9!f^ ^:^PJ(ODNA^^,^^:#t b ntf Ltt^J fcWRf b'n'^ 
• ^J^i"S i i: 3r#ifc£'f~ ; 5. $ii©DNA 



25 
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V — ^I/'^frfeKlSSV'T/BV'&jft/S^^WODNA^Jg/F^tsfc h 1 # 

%W}%0bLXte, mW.t\fi$k<D-b(Dtf&>\fbfrlZ>o 

ttlt, 0ij£fc£. m&W, ^ 

5 j&fb'&JKk 

asfcbfb*v £v^u w&wx 

fcotu^. 

KLfrmzti&wt m. mmm^if) m. ^mm^b) & b t vmm 

-Cbb 0iJxJ^ (tfUxJi. %& V vsi % £Wb*3fcifc* SfeBftsfe^) £© 

^ *>5V't4^P»Bft (mtf, ftt, =¥!£> 

V'Bfc, =ayN^ifc % lilt. gc&#Sk 

7^>igb ^V'if if) i: 

15 bPi?LS!j^l^rs fCSfe-fb^-e^a 

u m#m<DttmW}Vot}ti&v, &mm<r>&&fes bm, 
ik&mm t u-cwgwb &w<Dftim • ^Kam&wfci-s - s 0 

ttti, mz.&s 

l+jfc£j&sjBV'k*'U Wlft^b^4&o14K*^K:*>fc'«:T5SJC8 

44M& if l£fcfcH£T^:iC5ll#ii~ %>ZLb # S "C# -5 0 

y — — ^:!^®)#J{^^b'a‘#»^r^-^-bfci#^x ^ 

t^^Sb^cojfii^its jfiL^^y •fen— 1 0%Ul_h. £3P^ 
U < tt#b 3 0 %J£Lb s <fc <0 U £ L < fi$J 5 0 %J^_tlS:T LfcSHh ^tSS^b^ 
26 ®>&±&<omB\ztt\*X tem • ^Til 

U— JlIBbfcW 

<9 > 1 4 2 7 3 

iffcJ;o-C§l#iec$H5!5eJft (0>Jx-fc£> WMrtBP*£F. ^ 
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mik, foWS&M. t£«lfiPfc$* (Mx. 

fi x Steigla*:^ 9 y*/'s 

jibr/n y 9 ^lysk^ 

5 *BS-ig) . latt^w^F* b«;»> -< y* y yr wi^- x JiBJffi 

#f£ N HBJfeSMfi, VJ ifiUfig* i^jfoJI^ i^FF AS e n ffi 

fliitefff. m*mm. m&&. aw?*^ 

(#!k 3 (CCK) . by vy^^r tr h V — 

K (GIP) s ^FPy, >Z/^=fv^^K-l (GLP-1) s y-^ 

b\ ^e^y>\ -y-y^y^^p, ^a-nr^y ^7-y 
- a -p^KY, xy^77!)^ ^T^KYYftif) <&#*fcfl£tF* fli 
4#fcx $£ffcJ?i% itifliifnJiEx JIE^Is SbJ9R8!{b> ^^L'3m> 'frMgll 

15 y -fen— jfn.4 1 y' >P”fe 1:1 JlnRfiftMMfflM* "f y 

y^PS|5^J. (ACTH) (^U<«, 

;* b U*W%WM, JliJte&fflfl&d* b<DJf ytD — yv^^fe^p^tj^u ^ Jfo.'t 1 yvi^i? n —A* 
flBJffi#fl#wM?RU 4 yy y (a 

CTH) ft if og*i u-cffiit 5 c: i: ^-e 1 5. 

wu sbujfasfl^ c^^.ris 

£HB$ % (PTC A) m>L''M%f<V!& 

jk&>L'M&^ FRUKttS&fr, li^^ 3 GHffi3£% 

flgiS&x JHtfiifiLfcJf) s 7^SI, JWiiiLtflfeKi^, 8HIU ifeSfcffcSE'fb^ W 

m, Ta ng i e r *pfJ&£T] > T7 D — £U^*l/£><£> 

m%&& C^iJXL^. (CHD) , HSjftjfiL* W x 

• f&aEsa t 5 r t % 0 



25 
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aWs/wei" (ACTH) ftffl-lfofflMb IT, ACTH141 

m, mmm, 

SfWx i^ifiUEx (#U <£ 

5 M v ftLi5^ ffljfo-tefitSx *frH^x ®5#&ix ig^y^Aifo. 

2g x i^=i ix^xi 3 — W$ft£MSx x 

• r&^j t tt mm-tz z. t &x% 3 0 

c: £ tf-c# &„ 

io m*y v lt^ ^s^icfi^n 

zm m, mmm, ^mm^bi *>m.m m, 

t^xa, m*-&, mmm cmt^ v^m, mt^m, 
t<Di&, mtut, mm, *?m, -xv^^-ym, y^m, ^ 

i5 i s^ym, ^^ym, y^ym, v^^m, wm, ^s#@£x yy> 

^sisTfrym, £?) b (DMfe 

m*y v-~^y&fex 

IBb^c 1 4 2 7 3 £ y ;# >• 

IU«$K: LTMat-T 5 £ b &XZ 5o 

20 &&X m^&Xtb2><DX\ ^Jill Kbit 

fctenf?Li!j^ (#iJ;t^ yy b, ^£*x •^A'^s' K SMf^x KViS, 7$, 
y*s, -^=». iM'ftiO btbTS4t^- b&X%Z> 0 

b&^flC 

25 (^*6 OkgiU) {^joV'Tfix — PiCO^&jO. 

l~lOOmg s 0ll<^l. 0~50mg, i^^Uttlll. 0~ 
2 0mg-Cfe^o ^0l®S4itttWx M 

mw&s, ^x m^Hx 

1%m?Ut, (frS6 0kgi:Lt) ^^:*5V^-C«x -Bbof^JO. 
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0 1~3 0mgggs l~20mggl, J: <9 U < 

0. 1 — 1 0 m •ftb.oft#) 

(DW&b. &JI6 0 k 

(1 2 b) ^'-cD?S'l4 ; lr<£ai^/c^PJ:$-r6 

5 ik&yo 

^ n tzm %&+&<£&&'& TM Z<Dt&(DX ? V *-=• ^ 
^IfcSrJfHfe-rSo 

lo ±IB^^ y — ~ ^M0DNAWi#t hni?Li&^ 

£ tt(i, tuIBbfc^^PJODNA^^^F^^t hnt?LSj^J04 1 '^ 1 fe>. 
(7DDNA^1//K— 5 -£&-<£ * 

— D N A fctt'f- '—(D’fa IJ^T "C^^, b5 5 1 b©^ 

fflV'btiSo 

15 U-CH:, mW.tmWk<Di>(D&%>'‘fbtiZ>o 

1//K— * — 'Ate^b ITIt &— jJ^PV'S 

(1 a cZ) s v 7^77^-- IfiHS^fcteA' 

’>7 ^ 7 — ^£?if 7?£>3 0 
t|s:^ 0^ 0DNA!: ^ ODN A 3£g?/F:£^ 

20 fc bntfLWj^^^, lx^-^-5S^^^B^(7)DNA{^-r5^ B P^'-^- 
cD^iBT^# : &’t' ; 5^'C> 5S^^ S=IW - Hi"54SflCtf>$83^ *• u ~ 

^-f-,5 - 9 N zfu —co^^^^tH'i ' S c £a$"C# 5 0 

0ijx.^s 1 4 2 7 3 ^3— K-t“5DNAtM^O— 

^ (i a c Z) -Cgtirb-CV^^^, 7^5)5, 1 4 2 7 3 <D$& 

25 •Slii'e, 1 42 7 3i/)^ i !)l-0-^7^h'>'y-WMt5o ^o 

"C % 5 — 4 — ? n n — 3 — 'i '*/ K ]) As— (3 — 'ff~7 $ b k ~7 S 

o/ K ( X — gal) <D £?t£l $-tf9?bi/f~'V<D&9tk*Zim*myt'-C 

fgjlf {£ l 4 2 7 3 (DW}%o£.f$?Mz$otf 
-f-<5^ b&X*%Z>o 1 4 2 7 
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]) (PBS) 

X- ? al ^UtLfcte3 7Wt% ^ 3 0 U 1 

MMI^SrlmM EDTA/PBS*»t5C^tao 

5 lacZirn-KtamRNAMItiiV'o 

_tis^ ^ y -tfscfc 

y n 4r- * — flH4Srffiai* ft. ttlMi - 5 0*&*Cfc S » 

V {t'a^CO^.t LT fi£„ 

io < 5 ^ (*j, mmmtein *m.m m, mmsstta^) Kztvv&m+'hti. * 

u-cwu mz. 

rf % MHRife (^ijx.^ y^M. jub^caeik J5fc^&£f) 

ttWttffifc (fllfcfcf* Mfc. =¥Bfc. :7 -*vpSL ^Wy'K, =" N 

y ^=*s&. gf&#sfc„ ^ 

15 if) i: 

fcfi^#S*«BWI®ai £ Utfl t?fc S= 

(Z) D N A n&f't' 57"^^“^ — ttBUFt" & fc 

1 4 2 7 3 (D&mZmffi U 1 4 2 7 3 <D^|g»^-T 5 w £ 

20 1?#?)(7)-e N #jJxJ^ irn— 

y ^g^CPfii^k * b t^gJIfm WW 

(ACTH) t UTtiT-feSo 

^^$!<77DN 

1 4 2 7 3<&3§^iHE51U 1 4 2 7 3 <Z>«l1SBS:ffiai't"S ^ 

25 fan *ia^6 0^yto- /p^jcjufto^Jx iL^^ta- /visr^Js 

n y >1&#tWrtM3lU * b ys*W&M* SJW&SCs&fflM^ 1 " 

^y (acth) &m&iUMte¥kvx^mxfr%o 

^fc. ^:^^<Z)DNA(3:^J"?' ; 57 0 i 3 ^“^ w 'S'l4S: / (®:il'f“ 6 \k'&fyO'£.tz.\t. : £ 
0^(i % 1 4 2 7 3<D^ltgyp^:lc|0jS-t“5^.#> fjifl W 
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7VK-'^, $t^raW££> 

ii®M> i^^ijfc-^s hb?r^ 

mx.&, TIHfcfu^^iEiSTg^ TIMfct£/J N A£Ex 

JfoJb 

5 ^&&) % m wz.t£. am) > tait^et#, mmmm, <sjfiL^, ^ 

^ v ^r wv=?— s ^44M?ic> yy v >&.&.* s; 

j mm, mFFAm. ib]»jh\ mm&mmmm, m± 

(#J % =i (CCK) % JfXbVy 

?s( y'K \f b ]) — ■ K (G I P) „ Jf* MJ >\ JfA'2Jz*lsifa<'7’7'\ f '— 
10 1 (GLP-1) , h\ ir^bA>\ 

/^yT^f-Y'/'f ^T^T^t/^^K, y A -*)*AA # v;* P N 
-nryi/A J3y~'y, sa-P^fKYs :x^;77 !) >^ ^K 
YY^if) ^bl/^ (#fc> i^JJiite, BE 

»u sbw^ ^am, -tM) tz¥(D^V5 • ^mnte¥<Dm.mt\,x^m 

15 1?fo6o 

^fCx ^PjODNAttt S^n^E— ^'-M'14§r , t)Eii't' Sfb'n 

^iiWii. 

^I4^w^s¥. (ptc a) feonmw, ’t'ffimm, 

tf 3 (F^^. JMifcft^) X SSifoJs'tfe®:^ Mb 

flS&i'ffcjOb W2 ze. Ta ng i e r^lfti?) . Txn—AttibM^S'fEifn.^^^^o 

mmmmm. (chd) > , mwft 

* f&WMb bT^ffl-t-5^1 btf-e 

25 ^ 5o 

£ :fc38W©DNAlC^i“6:^o^— 

*:CDmZ, (ACTH) 09*. tf. A 

cthi4i mm. mmm, 

^ fiF^x 8iFWx Itiifo.J^ 9 yi/t/PM 
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mm m, 4>*ch4iibsk psim. wm&Bzm&zk, 

mnm, mmm, wzti&T, 

V P AjfiL^> ^=» /PjfiL % SjfoJfcii^SE) . mwA 

* ffeSSe&l t 5 w i: /& 5 T?# So 

5 ;fc^^<£>DN A\Z-tt1rZ>Xti^— $£H4 : SrP.i. 1 § : 't' 

1 4 2 7 3 (DZ&gL&mM U 1 4 2 7 3 <D^i££rP§.^f S - t &X% %<DX\ 

(ACTH) if i: Ltfffit’fcSo 

10 ^tc.' ^SODNAtttS/n^- Stfe^rPi.^'t'S -fifin'^ 

<7>j£te x 1 4 2 7 3 CO^mil#^M^-rS^a^ » 

^ h— 7 '>F“v'^, 

SSTOSe. WsWMfc. -14^1^^ flE^ HE^j!e. 

(#ilx.fc?> TS^tuH^^ST^. Tmi$Vk^A0., 

15 MXvy P^^shM, 

Se#S|) N & (mtf> *J»*) s BMK& ®jfe$t^- -O' 

^yyTw^ =iS'l»$j|f, « 

jfajf^ % iSFFASm. M'k 

Pflt$.> $&feg£ % (09» =iUi/x b*c~'y (CCK) > jfxbV'y 

20 ^/fyttfhy k (g i p) > jfx h y X/vt> k— 

i (GLP-1) \ ^hryM^f K> 

^y7^T'f7 / f y >\ ■y*’7 ? .^^ r y'-'^p% ^ =l 

— ^/7 = y, KY, ^'^X7 r V ^-X^Y 

YY ft if) ORM^ HB^SEn ^ 9 

^c|i5M©DNAH:*ht"S^o^E~ 

<Di&{i. 0»J*.Wf % »Jll»(Ex C#!l;tk£. 

3cffiSbjiiRffig^ ^^m^mmcD 

&.fe#)7M bffl&AM (PTC A) 



25 
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ikW^£^b^£^tftiJM££'fb^x MJfcttWtfTx 

rf» QStlx J!S1S^ Mfe, && 

MHb^x W^x Ta n g i e r#fft£f] x Tf o— 

ZTFtty, bnwmm cm^x mmmmm cchd) . iii **n , mwtt 
5 m&%&&£Tf*<Dl0&mte}'<o£i&<O : f'& * f&SSSli: UT tiLm-tZZb&X* 

# 'So 

£ fbKlx *^ODNA(cft57 p ci ; t“- ^ — SH4^PJ11H“54b^^^f::te 
-£<Di£tex tfijxfcfx (AC TH) CTx #J 

xfcfx (0dxfix itte&Sifiy ^tttxyrv h— 7^x 

10 #^ 1402 ^. y ?*^i&x x (^J> ^ 7 P-f) x P?R»* 3 £ 

JA (#!k IM^ K—v^x 

^) % (^jxfix »«t£*j§»^x mfl-5 #mht 

2^x HttHf^x JFFSS^) x (#Jxfc£x .JOTMffiifcx # 

&&&.&&* m&tismxm. m^mmm , iu&^m mx.it, *»ttftJkx 
is mmMWpm, mwn, #&^jM£ftjfiLx &&&* sstty^jK) x f^sb- 
(^Jxf^x &i*«te®JW&®8&tB^x MW3*M»x ¥W^.* 
ACTHWii) x (Mx^x mmm, 

mm, tern#, ^mm, *a»x lirw^-) x 

flSLfcl 4 2 7 

25 ^0J;5(-bt#^5»x fc 3 (50 -e x ^Jxflx t: 

fcfi# fLS5#» (#!lxf:£x 7-y fx -^e/wex K i^l^x & , 

r>v/ s r^x ^n N -fx, -y-z^if) 

J; y ^ix^x ^SODNAb^tS^P^-^- 
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1 6 Okgt Lt) ^331'Tte, -BiCoffeO. l~100mg, U< 
tijjftl-. 0~50mg, «£ 'O b< 1 . 0~20mgt'fe5„ #tM§£n£6 

s-§-^r*fe* 

5 iffclio-c&s&sa 5 , 0!l;lfc£, (^ 

i60kgi:LT) ^^oV'Tfi> — B(co#^0. 01~30mgiS. 
u<{^0. l~2 0mggg^ cfc^SU<^0. l~10mggM 

0 1&<DWjm(DW&b, M6 OkgS 

It V ^ t tf-T?# 5„ 

10 ^PJ©DNAM^±^k fnifLSb^l^s MODNAi: 

Jf-t & ±.-l?i[§iz&>~ C^ffl“Cfc *9 > 

< SStTS w k&X*% 5o 

1 4 2 7 3 0^^^- ^HStSrtttSDNASrftoT, 

15 fci«>irO§&JC&3— Ki-55t^£^$U wtbSrSllfe^WSBJI&fcSEAUX 
V'^5h9^5?* = y^i«) Gtfc^N£ASb^) £r^hfc-f-*Uis 
^0 1 4 2 7 

J: 5 1 4 2 7 3^<D-b<D(Di$fa'V<DM£.$&t>& 

20 b< b-C^0"C 

#5o 

AM## £tWII®{C;}3V'T> Sftg-^T 5: 7 Bfeft if STB^THfe^i" 

I UP AC— I UB Commission on Biochemical Nomenclature <£ -5 H£"^*£> 

fe(Z>t?fe D . ^c7)#iJ£T1B1“3o £ 

25 fc7 5 / tti ^ 

i"t J (D^-t'6 0 

DN A : 

c DNA : 

: T^f=-'y 



A 
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T 

G 

C 

RN A 

5 mRNA 

d ATP 
d TT P 
d GT P 
dCTP 
10 ATP 

EDT A 
SD S 
G 1 y 
Ala 
15 Va 1 

Leu 
I 1 e 
S e r 
Th r 
20 C y s 

Met 
G 1 u 
Asp 
L y s 
25 A r g 

His 
P h e 
T y r 
T r p 
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10 



16 



20 



25 



Pro 


: yn!)y 


A s n ’ 


: ry^7^y 


G 1 n 


: i/zv^ 5: x 


p G 1 u 


: ifn^zy^ 5 1/& 


* 


: faJk* Kyiu^tS 


Me 


: J ^-ZPS 


E t 


: m^-zP® 


Bu 


: T/^ZP® 


P h 


: 7x^zl/S 


TC 


:^T'/y^>'-4 (R) 





T o s 
CHO 
B z 1 
C1 2 B z 1 
Bom 
Z 

C 1 -z 
B r — Z 
B o c 
DNP 
T r t 
Bum 
F m o c 
HOB t 
HOOB t 

HONB 



— ^ K2£ 



2, 6 —'J? o 

:/ v^y ;3~ =¥ i/ ^ ^zp 

*s3j /v =• zv 

2 — ^ n n^:/^zV^ : ^'> / ;27ZV4N:=-zy 
t — :/ 

i/cx. h c 2 ~7 S ”/P 

h y 

t — 7* b^v^^zP 

N— 9 — Y^^'iojV^=-;v 

1-tKa drv~C/X b y T'/—JV 

3, 4— i?t Kn-3-t Kn d rV-4-t^y- 

1,2, 3— b y T'^y 

1- 1 Ko^r i/-5 - / j^jv^s Z/-2, 3- v 5 # zP 'W 
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J 3 0 Q : N, N’ — ^ K 

OT<7>ga?ij£^-ro 



5 



10 



15 



20 



fc h 1 4 2 7 3(^75 /^ga^J&TJ^o 
: 2 

£ ^ ^ 5(5 1 4 2 7 3 c DNAO^SIHM^T^'t'o 

mm-%r : 3 

4 2 7 3©75 y^gH^!Jilr^i~o 

SE^iJ#-^- : 4 

•v ^ 7 ^. 1 4 2 7 3 £r=i — K't'^) c DNA<7>^^SE^lJ ; lr^i~o 
SB^J#-^: 5 

MMW 2 PCRKJStfffl iH^J^:^-^o 

ga?lj#-i§- : 6 

2 P CRKfS'Cftl U7 c 7 b 7 4' 

mm-^r: 7 

2 id&tt 5 P C Cfd^* P — ^ (DM-gfe B^'J o 

ga^ij#-^ : 8 

7«7 4 2 7 3 (DTK / S£ga^J£*H“o 

ga^lj#-^ : 9 

y y 4 2 7 3 £r=i— Ki~5 c DNAO^Sia^iJ^r^'t'o 

SB?!I## : 1 o 

■$mm 3 p c vtc.y p 94^'-(Di&m m^i^ir 0 

: 1 1 

mMffl 3 p c RRlS-eftffl Ufd^^-r -^— 0 



25 ga^J#-^- : 1 2 

mmm 3 p c r^s-c^e ufc^o— ^©saasE^jsrs^f » 

sa^ij#-^ : 1 3 

MMm4 Gd&ttS P CRS^tfffl 1 (DM&Un&TFiTo 



sa^lj## : 1 4 
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J 4 K&tf 5 P C Lfc?^ 'i -v— 2 0 

: 1 5 

MM&\ 7 Kl3o ItSPC RSf&tfffl Ufc:7 B 7'f iH^iJtr^-t". 

SE^IJ#-^- : 1 6 

5 HJS#] 7 PCRSMffl 

iH?iJ#-§- : 1 7 

7 6 P C o 

SH^li#^- : 1 8 

8 Iil:fc3lt3 P C (D^SSE^J^r^’t'o 

io sa^ij#^- : 1 9 

^|Jf§#iJ 8 ^£5# 5 P C Lfc^ 0 ^ (D^Sia^lJ^r^-t'o 

m^m^r : 2 0 

^3t#iJ 8 6 P C Ufc^n — y f (DMMW,^\^-r 0 

: 2 1 

15 s i RN A ml 4 i 5 6 1 

SH^iJ## : 2 2 

s i RN A m 1 4 i 5 6 1 IB?!)£r^-f~o 

^ 'T^btl/fc^flttEtfeffcE scherichia coli 

JM1 0 9/ pTAr a t 1 4 2 7 3ii2 0 0 3^4^ 1 8 B < 

20 ^*^6 (Wt3 0 5-8 56 6) 

MMWMn'kWVffir — i3i^fe#-^F erm BP-83 

6 1k bT^ffc^tl-tV'S* 



f^fi N ^eu^zt-z / — • & H 1 — (Molecular cloning) 

t 1 4 2 7 3£ = “ K'fSDNAWrJtfi-t^tU. WO 2 0 
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0 2/6 7 86 8t3£TJ?WO 2000/0061 1 {^IBtWJi-^oTPC 
RSriV'TMTC^A' y ?) frb> 9 n — ^b N #£>ttfcDNA®r 

}f$r p AKKO— 111 $ — <D S a 1 I, Spe I USSCIAIn 

tl<D$£m7 P 7X$ K^iitfco (dh f r ") 

5 ^ KS:b9^7*^V3yU K# s 

5M&£rlX#b;fc 0 

1 t b£5<fct^l/;* 1 4 2 7 3 

CHO-KlUlSSftlt #^f5^^V'Pg«9 1 0% 4^J£jfo.?# (I n v i 

10 trogen) ST^Ttf''^ F — 1 2it±& (Invi trogen) SrffiV''Tit 
H b7t 0 b y '>3 ^SrfT 0 Sfl 0 1 0 c m 2 fofc 9 4 . 5xl0 5 i 

5 3 7 C CT?1 5 B#Pm3 

£X _hit^ b fc 0 b 7 7x^'>gy(iL i po f ectamine ( I 

nvi trogen) 1^3ji^^ ( 7}^&^^Pb''C3§lf^SrfTo7cio ItitSMKI 

is ^6 -we i i ^ro«t5^ofc 0 £i\ i. 

5 m 1 2 U •ttt-etUnO p t i -MEM- I ig±fe ( I n 

vitrogen) Sr 1 0 0 n 1 #&bfc Q 

^ — £1 n g. ipofectamin e^^Sr6 n 1 Sfc&P^ 

iWSr^U 2 O^WMmiSHKb^io -®»Op t i -MEM- lit 
20 ifeSr 8 0 0 At 1 b '>3 fc^^CfcOp t i 

-MEM- IitiftSrfflV'rasJtb/tCHO-KlftiJiam^^ni^, CO a it3N§fc 
T 6 B#iU3itii bbc 0 PBS (Invi trogen) SrffiV' 

X V bfzM. 0.05% b ]) -f'S'S • EDTA^t ( I n v i t r o g 
en) Sr/BV'-CWU at^fbt-THUUlbfc. :$J^U 

25 igi&l 0 0 At 1 fcAcf) 5x1 0 £ 9 U Black 

walled 96 — well plate (Costar) lil Afefc 9 1 
0 0 az l-fo#&H % C0 2 ^«^T-BfeJt#bfc 0 JifBb^V^^iXa 
i®14^g^#:Sr^mbfcCHO-K 1 

S5JjBb % L I PR (Mo 1 e c u 1 
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ar Device) FL I 

b&mfeirz>tz!sb\c, uT(Dmmm^mvtc 0 4-r\ 

1 u o 3 -AM (DO J I N) fcSV'UFL I PR/yt^f 

HB S S 

5 (Invitrogen) 1000ml(^l M H E P E S (pH7. 4) ( 

DOJIN) 2Oml0P TLtdtm (WT, HBSS/HEPESgf) &-x 
ci >^K (Sigma) 7 1 Omg 1 N N a O H 5 m 1 

PjiCHB S S/HE P E S^j|5m 1 Lfd§7& 1 Oml ^^SifrPDx 

Z(D^m : tT'y-t^y<'y^T'-t Dfco W:Fluo3-AM 5 0 m g 3r 2 
10 1 fi 1 DMSO (DOJ IN) fcSflfcU £lbfcmm<D2 ( 

Molecular Probes) ^P/^^x 105 M 1 (O^B&JEjfili# 
SrS^JP Ufc 1 0 . 6miroTyt^^5'77'-tti, 
fc 0 ^^aaSrlSUfcCHO— KljHBia^Jftfi&Srl^^x it^> 

1 9 1 0 0 p. 1 C O 1 Hf P*1 *b 

i5 tu mw&<Dmm-t±.%z v>r ^yy 

T — £fflV'-Ci5fc^bfd^x FLIPR(--fey hbfc, %tz.' 5MICHO 
— K 1 ^'777'“^i'' , '7:^U 1*1 

L I P RJiHr y h bfdo FL I PR^tl-S 

A^^co^Rj^rTiJ^D^io -?:<0 &h;^:x 

20 /V ^ h (Palmitoleic acid) (El 1 ) x V J A'?|£ 

(Linoleic acid) (El 2 ) % 7 y J (7 Lino 1 

e n i c acid) (BI3) , WKVf (Arachidonic a 
c i d) (El 4) x (Docosahexaenoic a 

cid, DHA) (0 5) t F^J:t;-7!>^1 4 2 7 3 

25 Mt5CHO-Kl|0lWl«]|^|: (mrt^7/l->-^A^(D±#) 
-f- § ~ t fc 0 37bn — 9 — <0#-£r^A bfc C H O - K 

l$0JJt2“eteb o i"^t?^)x 

1 4 2 7 3 (01*3044 y 

gMm 2 t M 4 2 7 3 mRNA(D^m^ 
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I PR I SM 7700 SequenceDe 

t e c t o r {T~f9A t) 

4^— [5’ -GCTGTGGCATGCTTTTAAAC-3 ’ (SH^J#-^ : 5K 5’ 
-CGCTGTGGATGTCTATTTGC-3 ’ : 6)]i:7 P n — :/ [5 ’ 

5 HVGTTCATTTCCAGTACCCTCCATCAGTGGC-3’ (SS^lJ#^* :7)]fi N t Ml 4 2 7 3 
(D&m SE^lJ : 2) Ir’bi.l-AB I P R I SM SequenceD 

e t e c t o r $fflOy7 h ^^TP rimerExpress (7^7^ K 

-Srfijffl UTxif-r ^ bfc 0 ii^^cDNAtt, fch 
t o t a 1 RNA ( ^ ^ ^ %fc) ljig^77W 

h. \^~C SuperScr ipt I I (G I B C O B R L^i) •Sr'diffl (-'■* 
h =1 ' — Lfc^ofttofCo AB I P R I SM 7700 S e q u e 
nceDetector a qMa n Universal PCR 

Master Mix (777-f K^t'77rAXtt)lrl 2. 5)il, 

15 9 — :7£r0. 2 5/i M^ cDNAii^H^W, 

^®7K7?2 5 m 1 b-CiH$liUfCo AB I PRISM 7700 Sequen 
ceDetecto r 5 0°C-e2£\ 9 5°CT^1 0£-<7>#, 9 5 

'C • 1 5#n 6 0°C • lftCO'9 y ( 7/1^4 0 ML-Tfxo7c 0 t b#®®. 
nX'<DmRNA(D$£W^%m6K7F-to 

20 

H^!l3 7^ M 4 2 7 3 m R N A 

mRNAOMiOMi-fiAB I PRISM 7700 SequenceDe 
t e c t o r {79‘94 F/<4&'>X7 ^X|i) 

L5’ -GTGGTGGCCTTCACGTTTG-3 ’ (SE£lJ#-§- : 10) . 5 ’ 

25 -CGCTCCTGAACAGCGACAT-3 ’ (IH^'J#^ : 11) ] 5’ 

-CAACTCCGCCCTAAACCCCATTCTGT-3 * (SE^lJ#^- : 12) ] 77H 1427 

3 (D^^ga^iJ : 9) & h t IZAB I PR I SM S e q u e n c 

eDetector ^-ft<Dy7 h WP rimerExpress (77 
?4 S:3p«fflb-C^1? t ^Vbfe.«@lfc*ScDNAr4, 
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b v b <fc V t, tot 

a 1 RNASrI sogen (-^ % poly (A) + RNA§ 
mRNA purification kit (Pharmacia 'feh) l'- 
V) % #bttfcp o 1 y (A) + R 

5 NA l/xg&’Dnasel (Amplification Grade, G 
I B CO BRLtt) 1 6 0 n g^^RNA P CR K i t (T a 

karafct) 2ttcDNAl:^tfco AB 

I PRISM 7700 SequenceDetector Of£/&$£{3: T 
aqMan Universal PCR Master Mix (7^7^ 
10 K/W ^'>7^ AXf±) £12. 5 /i K #X7'f-^'-£0. 9/tM, — 

X£0. 2 5 At M> cDNA^#»t)f> ^®7Kt?2 5 At 1 t VX%m 
Ufc 0 AB I PR I SM 7700 SequenceDetector-C 
5 0°CT'2;9\ 9 5°C*T? 10^©^ 9 5°C • 1 5#. 6 0°C • 1 
^£4 OleJ^^igUTtTofCo ^S»t©mRNA©W#^ 

is m 7 ktf-To ts#> w. tR 

b l/X£A#bfc^ y HDTIfr'C1j:l 4 2 7 3mRNA©Mi© 
1 4 2 7 3^^ b u^copSi5(z:P-^-bTV > ‘?)C: 

ftofc (0 8) o 

^|J£#i]4 7 7 b£5fc<Z>l 4 2 7 3 Kt5 c DNAOi? 

20 <D*£$ga?IJ<Z>&:^ 

7 7MDNA?:iii:Lt, (SB^'J #-^ : 13) 

— 2 (SB^i#-§- : 14) £fflV'- CPCR^rtT^ofCo PCRiCfi Klen 
taq DNA Polymerase (^ t* >"T y &) £ffl^\ (i) 9 

5°C-2£\ (ii) 9 8°C • 1 Of-K 6 3°C • 2 0fJ\ 7 2°C • 1 #£ 3 5 0 
<D^ X 7 2°C * 7^0#*SJ^^rff^o^i 0 ifi|iI0^£TOPO T 

A Cloning Kit (Invitroge n|±) (D^)j\Z.\^fz.t t ^~ C 
•Xy ^-pCR2. 1TOPO (Inv i t rogen 14) ^ & 13 

— rtl^J§®JM10 9 (SMit) tiAUt, 
^ 0 ^ a _ ; /^ am p i c i 1 i n^tfLB^^i&^T'ig^bfCo (0^0 



25 
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miaow 

3— Ki~6 c DNAiH^IJ (SE^U## : 9) & #fc 0 - <D c DNA J; V 
n^>T5;y^iB^J (iB?lJ##:‘8) 1611: r a t 

I 4 2 7 3 b$}% bfc. (Escherichia 

5 coli) JM109/pTAratl 4 2 7 3 i^U. 

H»J5 fc bl 4 2 7 3MCHO»0cAMPS4l^t5l0M^ 

« 

fc M 4 2 7 3MCHO»> 1X1 0 5 /we 1 1 ®iSt*9 6 -we 

II Platet2 0 H#IWJ83I bfco 100/ilOAssay Bu 

10 ffer (0. ImM I BMX 43 XT* 0 . ImM Ro — 2 0 

— 1724 (Biomol) ^“eTtfDMEM (Invi trogen) ) T’2 
2 /zM <D7 !)'/ (Forskol in, 

A ssay Buffer Ufc@§^> 7 - V S 

]} S-Asm. DHA*5it)'tW (fcfc^S I GMA) ^Dit3 7 0 Cl? 
15 1 RjSflL cAMP Screen (ABI) 

T&fflJIca U. c AMPJi;£:7l!J^Ufc 0 ~7 *A^7s 3 U V 

M 4 2 7 3^^.CHOlfflflS^>ftL'"C c A 

7*/V*=* U ^ (2m M) 

t M 4 2 7 3MCHOiMUty -!) 7 1/Vt, DHA 

(0 9) o »l:H 42 7 3OTLtV^CHO 

$MS*C{3U roi^ic AMP to 

6 i5tM42 73 mmc HOtttroMA P 

25 #^J 1 Lfc k M 4 2 7 3 — 

M 4 2 7 3MCHO (CHO-h 1 4 2 7 3) ^fcfiCHO- 
mo c k»3x 1 0 5 /we 1 1 (DmSt'X* 6 fr^/KTV*- MzUfcWC. Jfo.it 

(t^tMEMaj^itO. 5%©3SW£'>'Ii&Jfcjfo‘it&$^^fc 
t>0) KIT— IfeJtfcU Se>K*iJfo.itJtil& (W^MEMai§i) Kl£ifcU 
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x — 3 0jiMO4i 

JIBJfcSfcSr^flD Vf£o fy^^r 

- (TEFCOtt) t«»‘ttWtSDS-PAGE(C < J;ot^i?rtT 
ofc 0 ^£<£>#P h o s p h o P 1 u s p 4 4/4 2 MAP kinase 
5 (Th r 2 0 2/Ty r 2 0 4) Antibody Kit (Cell S 

ignaling Technology, Inc) & 'S~? y a 

El 1 0 , tM 4 2 7 3MCH 

O&fflJ! =¥*?*—’ £<£> !1 Vggfbl;! cfcoT^^tL-Sia 

- 5 w t >ofc„ 

io mMm 7 3T3-n 914273 

m.mwi 

• 3 T 3 - l 1 

5 1 4 2 7 

igifete4. 5g/l^-^, 1. 5 g / 1 Na 2 HC0 3 lrtt?Du 1 
15 becco’ s Modified Eagle Medium (DMEM, 

/ >• fcf b a Sr*^Zt) 1 0%? (ThermoTrace^fc) „ 1 

0 OU/m 1 100 m g /m 1 9?. b WX v'^SsAn Lfc& 

<D%;^'tz.o 7 5c m 2 77^3t*3 b bfc 3 T 3 — L 1 

2. 5/zM Dexamethazone, 0. 5 mM 3 — i s o 

20 butyl — 1—methylxanthine, lOjug/ml -Y y 

2 VM. 1 0 /z g/m 1 

^T^^y #i£ill&PrT?. UMPBS (-) T? 

2lsl^fc^L % RNAttttl0#'S'C'— 8 0 'C’C'f^^UfCo 
Total RNAfil SOGEN (— V) &£T#3itlLfc 0 cD 

NAft, RNA 1 At Lt Super 

S c r i p t I (GIBCO BRLft) £:fl!V\ 

7/H^ot4 2°CT*®&$rfTV\ Ssl'ifcm U“C 1 0 0 /z 

1 Id^^UfCo RT — P CRfSS equence Detection Sy 
stem Prism 7700 (PE Biosystems ^i) 



25 
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7 'i — t LT 5’ — TCCGAGTGTCCCAAC 
AAGACTAC-3’ (IS?lJ#4§- : 1 3) , 5’ — GACTCCACATG 

ATG AAG AAGG AAA— 3 ’ : 1 4) qMa n p 

robeitt5’ - (Fam) C C G C AC G C T C T T C C T G C T C A 
5 TG- (Tamra) -3’ : 15) bfc 0 RT-PCRS 

»TaqMan Universal PCR Master Mix ( 
PE Biosyste nrfcfc) 12. 5 n 1 it y 1 0 0 n ~bA<D~7‘ 7 A 

0 5 mK 5fiM0TaqMan probe^O. 5 /il, 
^U'JhfB-Cl^bfcc DNAttlrO. 5 m 1 IJWx., 

10 2 5juli:bfc: 0 PCREOSte5 0°C • 2 5h 9 5°C- 1 OW, 9 5°C • 

1 5 6 0 *C • 1 ^ /P£r 4 0 0^ *9 5S Ufco # 3 T 3 — L 1 

1 4 2 7 3^fOmRNAMift total RN A 2 5 n 
gjbfcD©3^“»iUt|t|ijU (011) o 

1 4 2 7 3 3 T 3 - L 1 5 

b*U 1401 1 3 6 0 2 7 copies/25ng tot 

a 1 RNAfcftofco 1 4 2 7 

faSrfeoTV'S £ bttfdo 

8 7y 5 1 4 2 7 3 

20 

(HOKUDOtt) toV'T, 

JMJ3£^o5Hb®!^(-#5 1 4 2 7 
it, o 

25 4 . 5 g/1 ^ /l^ 3 ' — 1. 5 g/1 Na 2 HC0 3 u 1 

becco’s Modified Eagle Medium (D— MEM, 
I n v i troge n'fi) it 1 0 % (H y c 1 one ^t) % 10 

OU/m 1 >\ 10 0 m g/m 1 b PT' W-Y Vi'Sr^&D 

2 5 c m 2 7 ^ ~C 31 77 ^^-7 b it ?£ & 
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2. 5 /i M Dexame thazone^ 0. 5 mM 3 I sobuty 

1— 1 — methylxanthine % 1 O/i g/ml 

JilBigife&fflV'-C 2 0 WM. 1 0 n g /m 1 4 y 

8 0 L^i 0 8 0 F*9 

5 Total RNA&ISOGEN y tfl/ V-ls) & 

fflV'-C^tBbfCo c DNA13U Total RNA 1 fig fab, 

=74-?—' LtSu perScr ipt™I I ( I n 

v i t r o g e n*±) 3rfflV\ i#®-7 = a7/H^oT4 2‘t-e^&£rtfV' 

/— . /W£I£LT4 0 \x 1 Tr i s-EDTAl® 
10 IMLfc, RT-PCRttSequence Detection Sy 
stem Prism 7700 (Applied Biosystems 
$fc) ^^b^k\^(Dtitsb(D'X 7 4 -?'—t tt 5 ’ — GTGGTGGCC 

TTCACGTTTG— 3 ’ (Ifi^lJ#-^- : 16 ) s 5’ — CGCTCCTGA 

ACAGCGACAT — 3’ (iS?lJ#-S§- : 17) UmaqMan^ 

15 tL-X 5 * - (Fam) CAACTCCGCCCTAAACCCCATTCT 
GT— (Tamra) —3’ : 1 8 ) 5: bfco RT-PCRK 

MttTaqMan Universal PCR Master Mix ( 
Applied Biosyste m*±) 12. 5 n 1 fcl s 1 0 0 n 

Wi(D~X 7 4 ^ 0. 225/i Is 5 jxMOT a q M a n 7*7 : 1 . 

20 2 5 ix 1 % feit^-blB-CIWfiSiUfcc DNASSKSr 1 n 1 1®*-, 

2 5 n 1 t Ufco PCRKIS^5 0°C • 2£\ 9 5t*10» 9 
5°C • 1 5fJ>, 6 0°C • lft<D'V-4?fa : k4 0\mi$i'9TEl'fz.o '&bfotzM ‘ fW 

1 4 2 7 3»®mRNAMfittT o t a 1 RNA 
2 5 n gfcfcytDnfc 0 — L-T^abfc ( 012 ) . 

25 1 4 2 7 3 

1 4 2 7 3 t btlfc. 

9 A&ll&BfelC i5AtT-20 roSiW&SCJfBJi&afc/WE- V (AC 
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th) 

hn^flfrfefcA t T — 2 0 

£-f p oly-D— Lys ine a — 

5 AtT/2 0»tt (»j»4) 

'fkb/Co Sg/lO^a-^^tfDulbecco’ s Mo 

dified Eagle Medium (DMEM, ^ytfhn^i) {£ 

1 0%!) '>flpj^jf[L?# (ThermoTrace |fc) % 1 OOU/ml ^ 

V, 1 0 0 M g/m 1 * h 

10 14a t T/ 2 0 $BJIc3l£$c£r 4X10 4 ce 1 1 s /w el 1/100^1 <£>$! 

^T'P oly-D -Lys ine =*— b9 6 ? YK^'X-Wfe 

*L n T 'jyiT'f Kl'f&LfCo 7rfe>f|Cffil'5Buf f e r (31fi x 25mM H 
EPES ( p H 7 . 1) % 1 g/KD^/l/a-X^tfDu 1 b e c c o’ s 

Modified Eagle Medium (DMEM N ^ Vtf h xitfl/%. 
15 ) ^rffiV'fdo LtDBu f f e r T? 2 HJgfc^Lfc^ 3r5£<*>iftl£©JiBlffiSftS:‘£ ; fr 

t5Bu f f er^lO OmljSjPX.. 7°Cl^m^ 

W h Lfc 0 1 0 (CR 

F ) ^T^J©JffiSft&^Pt‘5 b u f f e C0 2 ^^a 

3 7 1 9 0 ^ h Lfco 9 0#^ hSr«K>d'Kl 

20 i#Ufctl 2 0 0 rpm, 5min> ilt^L'L 4 , S^b-^^'7°^ ; Sr 5 
0ml IsJUJlLfCo SJUtoUKifiS^jsV'TW:, V 

(BSA, Sigma) t^/HtBSA: FFA=4 : 1 <75^#^*#$*^:. 
IfcBu f f e r C R F LfcEt- UiJ®SfeSr?SiP-t"5IZ 

KLftAtSB SASr^JKjn^feo HUDlLfcf-v^/Wis ACTHSIg^y h ( 

25 El^f'f^^ACTH IRMA la-tfj ) &JB V'T A C T L 

tCo 

^ttoifezk' hi 3{c^-f-£*5>9s v-y / ( 7 -la), 

gg (a-LA) l£<fc >5 C R F t <t o Tf f A C T 

mftbfhtio — Jf. 1 4 2 7 hfiH4Sr^$*V'B5i6 (BA) 
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c R F ft A C T fc a ■ 

•$mm 10 3T3-li 

UK® 

T 3 - L liMfflV'T 

DMEM (Dulbecco’ s Modified Eagle Medi 
u m % Invitrogen) 1^1 0 % V '>J3&y&jfo.?# (FBS, Invitr 
ogen) H OOun i t s /m 1 ^—v-y yfc'.tU'l 0 0 m %/vd. 1 ^ b 
l^/bW 3T3-L1«^H« 

io tayy/ny lOmg/mU^!)^ 0. 

5mM 3 y^/V- 1 - ^ y ( I BMX) „ 2. 5/(M7 

^ y 8 ^ t K J: <9 

^a^ofCo ^0t 110 3T3-L1 

^ 9 4 C 5 ^ !J t d -/V^ tfft07 £r 
15 ^TofCo #C^bfc K r e b s -R i n g e r -Y V 

~3‘'p. : t\/S' — ;v%: l x 1 0 _9 MT??«js2jn L> 2 BlFIM t 

-hfftrlHlltXU/Co itftfOi/y-irn— /W£*t4F ree Glycerol 
Determination Kit (Sigma) Lfc 0 

1 4 2 7 3 Ktt'i'&T y — V / 

20 lfc(y -LA) §rttt§- tic <t 9 N Y 

-fen— 7P^fifc*©iST^IB«>btbfc 0 b^4£r^£ftV'y / — 

(ML) -etertO.fc 5*?3H4ti®*fetb*^ofc(01 4) 0 
1 1 4 2 7 3 s i R N A^Al^l <fc S'V X 

1 4 2 7 3-GF PS^^y/^f0MWl$J 
25 1 4 2 7 3i:GFP0l^W^f% 

(pAKKO-1 4 27 3-GFP) (0. 2/ig/well) 
^•7 1)^14 27 s i RNAtfe^ml 4i561 (Dharma 

c o n*±) (2 0 nM) ^rCHOlilJfi (4x10 4 /w e 1 1 : 9 6 

— b) IdL ipofectamine200 0f^ bn^'yli) 
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U 10it*tfc o T^1 4 2 7 3-GF 
(0^7^ A J*S7 'y-t^KX^rotz-o 

3-y^th) {CT}5fc$H£, 0. 0 1%^ 
^/l/T/Vft K (fOTfe^^i) 2%BSAmPBS (S: 

5 mm±) Kx7vy*7jn,ti 0 5 0 om^ u^g f ^ 

# 3 E 6 (=-y 2 B#F*iH 3 v bfc 

Sfe#U5 0 I..g G^Cft: (ICN) £r^s 

}JPU, 2 y^a^r'>3 ^ Lfc 0 ^ P !>x/l/ 

(7 *2“ = '>'#:) £r$S#Pb, 3 O^Ffl-Y >' :3 T3-^ < ' — '>3 ^ 
10 4 5 0nmt«I«tt * 

( D ml 4 i 5 6 1 (DmMCZ'Q pAKKO-1 4 2 7 3-GFP©M 
*^9 7%WJbfc 0 — i RNAt'feSS c r 
a mb lei I (Dharmaco n*±) <D^AXfe p AKKO— 1 4 2 7 3 
— G F P btb~f x m 1 4 i 5 6 1 A 5 *^ ^^14 2 7 31: 

15 -5s iRNAtfc^^t &mm z ntco 

mi 4 i 5 6 KDia^ij (_t t ^ rmy^i) 

5’ GGACCAGGAAAUUCCGAUUdTdT 3’ (@B^iJ## : 2 1 ) 

3’ dTdTCCUGGUCCUUUAAGGCUAA 5’ (SH^lJ#-^ : 2 2) 

20 

1 4 2 7 3 

of:rK% mfV5m'£fcl$ : £<Di&t 1 4 2 7 3, 

7 7 V tifiX 

rt5jJs.lfll.SE, JjEt^SE, TH# 



25 
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1 . ( 1 ) : 1 . : 3 : 8 3: 

b< <DT 5; y S£ifiyiJ£^^^5GIi:6®t^£ 

5 (2) BaJEjS^fc 

*feo 

2. (1) SH^J## : 1> mPm-% : 3 : 8 t?^:b£;bl£>T3: 

io yWJtN-t)U< |^— cot 5 

— MSW. (2) 

fi* ottSr^-r 5 w t «r«M8: £ -r 5 R v*fe 7° * — S 6 IC£ fcl ^ 

bo 

16 3. (1) MB^iJ#-^ : Is Wffl #■§■: 3 : 8 5; 

y ^SH^IJ^ PI— U< <7>T - y S£iayU£^^^£GMSSt#& 

16f> : £<0%&'<’7 s f- (2) 

g gg ^ ^ ^ 054ft £ flgiroefe^ 7c «•£ (Dig £ <©*£gH4 Srltfb £ # 5 

r. b &^§Scit‘£l£i^^~MSK^7cf3: ; ec^&c*j--r 

20 sr^y b ;£ 7c ter vy =*'=;* bo^y 

4. (1) layij## : 1. sayj#-^-: 3^fc«iayiJ#-§- : 8ttJ?$tb57^ 
y S£@EyiJ£ PI— & b< teH®ift&cPI— £>T 3: y 

|&l/-l?y s y— MS®. (2) gsu-fe^y 

b^fcfiT^y =?'— * b<7>^y y — ^^y'ffl^r'.y K 

5. : Is sayij#-^: 3 3= 7c te@EyiJ#-i§- : 8-e 

y^iayiJ^in— t>u< 073 ymSHfU^^“t" 

§GI0 —MS 7c <D%L b (D^'n'te^r^b $ ^ ^ •fbi'a* 
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6 . : 1 ^ : 3 : 8 xmt>£tiZ>7 $ /mm 

m t m-b u < nmnmzm-<DT % / w&m&tti- % om wt 

5 Ms SijflfcEM'fbs • fo^^Jo 

7 . m&m ^ : i s mzm ^- : 3 ^fc^sE^J#^- : 8 xmfr&ixZT $ /mm 

8. SH^J#-^- : 1> SE^iJ :## : 3 JlfctelE^]#-^ : 8 'C^fc>c5*L$T 5 /SfcBB 

io t u< tenwft^m— < d7?l 

/WE-V (ACTH) &%#ll$J3!). 

9. SE^iJ#t§- : 1> SE^iJ#-§- : 3 ^ fc^ga^J#-^- : 8 ■V^frZtiZT ^ /mm 

n k 1^— fc L < fcmfCft) i£l*I — COT ^ / SfcBBM 5GIS SC#ttS> W*fe 

16 Mrtttt^5ACTHl4® 

i®. jsstes. mmmmBiwmm?f±s mimmiMs mam* 

lfr#WMSF% SfW, KSfcrtWU $£&&MBs SiJliiJE* ^yi/y«iSfciigiJ 

• mmMo 

10. IB^IJ#^-: Is ga^lj#-^ : 3^fc(i@E^iJ#-^ : 

20 mwtm— b u< femMW)fcm—<nT s. /mmm&^i-z>Gm&n&®:M^ 
-fczf# — h UT&£IB? p§;0e<7> 

W • f&JSBWo 

1 1 . @E^iJ## : 1 x SB^iJ ## : 3 : 8 ^ 

mntm— b u< ra^sswicpi— (dt^ /mmm&tt'tz>Gm&ft&®Mi' 

25 ±y a #~-W& J M'£frl-3:^:(DWztti-Z>T>'f r =*'— x 

mwM 0 

12. sa^lj#^- : Is SH^IJ ## : 3 : 8 -C^:b£tl&T 5: </ ®fe 

Ba^jfcpa— fcb< ^T5yBftfKWSr'&^r*t"SGse«#«si^ 

■fe^— b?r'a^‘b'C^ ; 5g | JW>S@ 
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(ACTH) Jo 

1 3. : 1 x : 3 : 8 X0:t>&tLZ>T ^ /i£ 

5 y u 7 ^ i — v 

fHW3cW&. 

MH4:*:fl§3fc% Jlfi$+ 5 ETSH^ Ifi 

^ m&f85teJj& . jBjMs-ftjfiu 

10 mgLwmi&f±s act 

HilMBtfcifc^ WL&> &J9&, ft#* I^jrwv^'-tfc 

\%T~y"7 4 7 ^^“^3 y ^GQ^Kj • fo^^Jo 

i4. : 1 . bb^j#-*: 3 : sxmzti 

z>t s: y^ia^ij^i^— ^ u< or 5 : /tia^^tlrt 5 G®e 

16 f W t “1 0 f 5 HIS ^ ^ fci^lu^o (t 5$Bfl&l*)C 

a 2 + *M_h# 7 £tt, UtertcAMP^ffliStt, MAP^t-^lJyijb 
t>U<ri?gtt-fbs (ACTH) i^y-fen 

±7*—&&Wtz1tl± J t<D&tlz*irt&T*~x box? V frfeo 

20 15. SB^IJ## : 1 , ga^i#-§- : 3 &fctZi SB^I#-^ : 8 T?^£*b5T 5; /MS 

yij£ IH— t> C< ttmCtt&BI — (07 3: /WJ^tt5Giet#SS^ 

ftWk, • t&afcjffl. 

16. BB?!I## : 1, BB?!I## : 3 ^fcte@B?lJ#-3§- : 5 

25 mtm— t>u< tt^scw^pi— <dt$ yBftfia^JSr'&^r't'SGseic^sfcSi^'fe 

fSI^Jo 

1 7 . IS?lJ#-5§- : 1 . iH^lJ#-^- : 3 : 8 X&ZtlZT ^/mWd. 

mtm-bV< K\ SI-0757 ^SH^IJ <5 GS0 l^-fe 
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MWi^^Xrly (AC TH) 

18. SH^IJ#-^ : lx ga^ij#-^-: 3 : 8 T't^tiST ^ J ^SE 

mtm— t>u< ^ 

5 K*fc»tO*mbtft5ACTH 

SdfeffiKKx jJ'S'W'^^Pix ^IffeSEx H 

m^lx ftttltfx Sf^l^x *SkFWx ^tt^Sx ^ifiUEx ^ y 

19. IE?lJ#-J§- : lx sa^ij#-^: 3£fc«:gS?'J## : 8 5; /^SE 

zf$ — K«r = — K^S#!) ** K£ra^1~ 

5^ ^ ^ l/tf Klrtt IHx ^MuIEx ttM^bx SfcLS®£;fc 

• f&s&aio 

2 0. ia^ij#-^- : 1 x SE^J#-^* : 3 : 8"e^$tb6T ^ /^SB 

15 u< r±smt»KiiBi-©r 5 /ifciaw^«"SG*eK#«aiu-fe 

K% = — Ki“S^y 1/^-9=- KSr&^Tt' 
b;^ KSrS^b-C&S* h l/^WHWMo 
2 1 . MB^IJ## : 1 x SE^ii#-^- : '3 3;fcte:gB?iJ#-*§- : 8 - 7^SB 

m t m—b b < ^ y &^w-tz> gisi^ih? 

20 K £:=**— Ki"SaKy 3*^ KSr&^rt* 

5tf?y (ACTH) 

fJ^Jo 

2 2 . SE^IJ## : 1 x SE^iJ#-^* : 3 ^fcteSE^!]#-^* : 8 X^£frl£T $ / S£IB 
2?iJ£P?|— *>b< t±HfClftl-l?3— /miS?iJ£^i-3Gg&**^Mb'fc 
25 KSr = *“ K-t"5aHy 5?^ b;*-^- K^r'a^'t’ 

b;^ K^r^t L t ^ 5 A C T Hg4IIx ^ y 'bb^^ix JS^iSEx 

mmm. »#ps#x eftetx 

2 3 . SB^iJ#-^- : 1 x SE^iJ#-^ : 3 ^fcttSE^J## : 8 X^&tiZT ^ / ^SE 
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K£r=* — K*t"5tf y ^ K^'^Pt' 

§/Jn°U K&^^LT&&$tS<#ix ^ h— S'** T'y K 

— ix;* N $|g<-lPI#fSlMx It^HW^x WiMMik, 

5 $5'i>3S> »L'M1 s Tfi#*£i^Sx ^ IBit^lWx 

iSjfa.^j!£> 4 '*/?' V >T Wi^— „ IlSItt^ 
ft, UK y '^ikm, Iff ajiex JJaJftfffx WM 

flW^x 18^1^ x 

&& ffl 0 

10 2 4. SH?iJ#-§- : 1 s SH^iJ#-^- : 3 ^TUiSE^iJ#-^- : 8 5 /S£IE 

m 1 m- b u < tenser {ciiri — cot ^ / mmm wi~ sgis ^ 

k^=>“ Ki"5*°y KSr^-^rt" 

<5^y 5<:? K^'a^bT#^ h 

2 5 . iB^iJ#-^ : 1 x SE^iJ#-^- : 3 ^fcteiE^iJ#-^ : 8 5; / Ml 

is m t pj— b b < femw &j &£i^i — ot ^ y mm &\ §Gie &&&m 

k«t=— K-rs# y ^ w-^ KSr^r-t- 

5^y 3*;? 1/^-^- KSrtf 5 A C T H14M> * 

m&mm&Mmm?F£, mimmm, mmm, mwmw. 
mm mmm, ?sifiu£x * y^vmmm. ‘mvtmmv 

20 b'-y £ *. y p'rT-m, sM&m, wmm, 

i&. w^omw^, jm^jfn&x w*mfc. jfffleag, sfcfift* 

fijE^^yj^x Mffif^S^^x ^io-tifti&Lx 
3£x ^gE^x S4^MfAx ^JfiL^x jiHfty^JBx 

^f^x wm^mmm, acthwi 

m x «s«f. «x &j»j$x flf^is^x fttfu 

7 ^ >“ '>s y? &BWrMo 

2 6. SE^ij#-^- : lx iE^iJ#-^* : 3 ^^L(iiE^'J#-§- : 8 ^ / ^1E 

^IJ^IH— fc U< 1 07 5 



25 
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2 7 . |H?U#-S§- : 1 . : 3 4fcf4iB^iJ## : 8 X?^£*l£T ^ /1£SE 

b< /S£iam^fTi-5GS6«^M W? 

2 8 . ia^'J#-§- : 1 x BE^IJ#-^- : 3 4fc{3:ga^J#-5§- : 8 -X^£*b5T ^ J S£IE 

m t in— 1 > u < <dt 5; / z> G^esc^M n? 

b< K^XetefrO^c^j-f" 5}?vffc3r^8‘ tt 

10 (ACTH) 

2 9. SE^iJ#-^- : Is @B?'J#-§- : 3 4fcteiB£!]#-§- : 8 X?^$*b5T 5 

mtm—b\^<nmn&)fcm — 075 / w^ft 5 Giei#tivt 

&5®ttpsfjy v 

15 3&fcSl. ' 1^^141*2^ - 9 -/ 1 '=* J ^4/^14 

HafCttJft:^ *t-®tfeM§5&N Bfifl* 5 1S44ffFlfc. If 

5M^> 

mmn, ejk^, ig^y^m 

*? 4 6 m 

20 Se % ACTHfi^ife ffciPx mmt^ 

/V^-tfcii7t7>f v'a '.y 27 (X^gfr * fn^^Jo 

3 0. mm^ : 1> iB^i#-^- : 3 47dtiSa^J#-^- : 8 X?^ &th% T S. / ^IB 

m 1 PI— ’b b < lzm«&Jlzfs]—(DT Si y ^IB^IJ Sr^^r-f-5 GISSMS bi? 

MSS’b L< K4fcJ4f:<7^^^5ffi#:^3frbT 

25 w^ef^ trb'-'yxs mmmftmmw, 

i^JJgjfiL-S^ SMIRflMb* fotitfSSM* t48MBH£^ 

IBiSfe •©> IBlt^WSF. WW&S^ {gjfoJSS^ 

VT wv=¥— . Ig^S-tis |gJK#^t> ^i4^Ws y vi&L3m, ftiJiiUff 

m, MFFAm, m^mm. 
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3 1. SB^iJ#-^-: 1> 3 : 8 ^ 7®?BB 

mtm—b^< ttmcttinRi— ©7^; 

gest> b< 

5 tezx h I'XCD^&rfth 

3 2. : 1 . Um ##• : 3 ^fcteBB^J#-^- : 8‘C^$tb^)T ^ 7B£BB 

mtm—bx< tenn&ifcm—fDr ^ 7 wmw&£*r*z> g® ^ 

^5ACTHl4iI> # ^ 

10 mmm. *fr#P*^ ertff. *fcrtl*x *StH4^J^ MskJZ, py*y 

'yymmm, nmj&Mvmm, b—^r^s 

P !j&!£;0Ex *9* 

;\s=x4 M^t* 5 

wssa^ jffipffifi^, mmm 

ejfo.#§, y >y<m, 

•^auc ACTH^^ti^ mmm, &&&> & 

%& WMT \s;v*r'--£tz.\'i.T'i-7 4 9 *'>*-'> 3 y?<D&Wrfflo 

3 3 . SB^IJ#^- : 1 , : 3 ifcfcteBB^J## : 8 X^&frl&T ^ 7^BB 

20 m t m— b u < nmmm ^bb?ij sr^^rt* 5Gie K#&m ^ 

KSra— Ki“S^y KSra^'t' 

S/tfy ■ »«r&^rb-C&£tf !>* 

7 KSr-^^rUT*5IEW3®O^B& * f&8K3!lo 

3 4 . BB^IJ#-^- : 1 , Ba^iJ#-^- : 3 ^fc^BB^J#-^ : 8 X'M£tlZ>T ? 7 MSB 

m t ra ■ - 1 > u < tenit ft k m- (o r ^ 7 mum mtsoie «#«:s ^ 
:/7 — KS:=*— K3r^ri“ 

Z>tfV |®«r&#UTfc5tf !> * 

3 5 . BB^J#-^- : 1 > Um^-^r : 3 ^fctiBB^J## : 8 5; 7^BB 



25 
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mtm— b u< <dt^ 

= — K’t'S^y ^ KSrMT-f* 
.5# y 5? * ^ 

^ V'tt (ACTH) #$M£iS3iJo 

5 3 6. sa^ij#-^ : 1 s SH^IJ#-^- : 3 : 8 5 S &1B 

tt< riUKttiiira— ©7? 

kst=**- K-rs^y ** KSra-^-r 

5#y ** ^ 

^^^■KSr^b-oaiSUM4M«iy 

io y w$i.#s acw^ras. jffi^t»§i5&s im^ 

-r k—>*> ifi-^ofitttiT^^ m 

mM#k, ®44jjfi&s j irass, m&ufc* &&mg4k&. mmBM 

tJ0., BMWMMW-, ^M£ftifc.s W&MWPM, $?»is 
SiL^s I14!)^E giJOT^I^Px WHS 

16 £J&fc£3JgH4HBSl#Stii^ ACTHii^ii, Wm&, M.0s W 

ffeHs I0PJ7 V^-4 fctt7t7>f 5 *¥'>-'>a • fa'M 

&Jo 

3 7. SE^iJ#-^: 1, iH?iJ#-§-: 3 £fcteiB?iJ#-5§- ; 8 “«£*b3T ^ / ^SH 

?ij£|if]— %U< ttUftWKlPI— ©T $ /»E^ISr‘g-Wi"SGSe«*«aiV'*fe 

m&'&WlsTftZmmfa flSflStfU^ WiWMiks 

3 8 . IBM## : 1 s @B?iJ#-5§- : 3 ^fc«@B^lJ#-^ : 8 5 S BM 

Mea^fc ta-t (DUft^y'i 1 ' k (D^mA&tgjj o £ * 6 ^ it ri-t <?> 

Slrtf M^^PSlS^Jo 

3 9. @B^iJ#-§-: Is iE^lJ#-^-: 3 £fcteIE?lJ#-§- : 8 5 / S£IS 

^ij^l^— t>U< 075 /SftBB^ISr'g’Wt‘5GaeSC*t5@lV'-fe 

-iei^ K©58m*Sr*»*B $ 
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(ACTH) ftmmMo 

4 0 . : 1 . SB^IJ #-§- : 3 : 8 XMZtl&T ^ J ^SE 

mtm— 

zf$ — M fi ® $ fc Kco^iJk 3ri#iP £ %tz.\%Z:<D 

5 t L t ^ 5 A C T HI4II, 

$it£^x f(^W4*»:®x »#Mn 6f«x *rt«U ^ 

rfn jr , ^ y*/i/ymmm^tMwmfcn<Dmm<D^V5 • f&^Jo 
4 1 . SE^lJ#-^- : 1 „ ia^J#-i- : 3 ^fcte§B?iJ#-5§- : 8T*S^tl57 5 /^MH 
W\kWl— tl/< -GOT ^ 

b“C ft 5 

4 2. SB?lJ#-5§- : 1 „ ga^iJ#-^ : 3 : 8 XMZfo&T ^ /^@E 

mtm— b b< tt^KWKira— <r>r % 

15 tfeSrgFtlTCfcS* h i/*flfii5#J 0 

4 3 . SE^IJ## : 1 . iH^'J#-^ : 3 ^fcf^SH^J#-^ : 8 X m£tlZT ^ 7 ^IH 

mtm—bx< temnmzm-<DT 5 y msEm^-r 5 gisims ^ 

(ACTH) 

20 4 4. SE^iJ#-^ : 1 > gS?lJ#-S§- : 3 ^ It ttSa^U## : 8 T'g^tlST ^ y SfcBl 

fUtffl— b u< ttHKftfcPi-oT 5: 

«^^UTft5tiH4M«i!> ^#14^ V b— T*. #3et£3£i&> 

y ->vm WgUB* Wi*S»ttJ»IS^, IM' 3 ^ K*— *> 

IfttJFFlfcx ffFffiaSx JKOTtifcx 35fil#»3fcx #^$8te«Kfl2Sx 3£EfflftS;2j^x ® 

W&mWL'>M, m$£ ffi. n&?F8A9E&fia.. &&&. 

ACTH^l^i^ W&, 
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mmr -r y^r'y'—'y a yt 

4 5. : lx SH^J#-^- : 3 

iB^ij#-^- : 8x*mzt\ ,z>7%; mmm 1 1 ^- h c < nmm#nz.m-<DT 

ga^ij <5 GlS IH? 7”* — M 6 « C> > 

6 4 6. i&fj&fpi. mwmk, 

fcSffN^IU 5flE^com, 

47. U^WWMX&>5lin>& :[ M4 5|S^C0^J o 

4 8. (ACT H) J^J-Cfe5ft^^S4 5ta^O 

#Jo 

10 4 9. ACTHSill^ ? J®$£5Ex 

!&tSc#§x 3|t*$^$ N fifWx 3tFWx iftjfiLffis ^ >;/ 

5|S^^J 0 

5 0. (AC TH) 5|B^<^ 

2>Jo 

15 5 1. (i) la^iJ#-^: 1, SE^IJ#^-: 3 £fcte@B?iJ#-5§- 

: zxmisfb&T b u< % /wun^ 

w-tz ( 

ii) iH^iJ#-^- : h SB^IJ#-^- : 3 ^fctegfi?iJ#-5§- : 8 X^ZtlZT 5 / ®®^'J 
t IH— b U< <07 5: /mia^£^l~5GS6fC*^^^ 

20 KSr^ — KSrS’Wi" 3 

!)J*^ W^Kx l£fcf2 (iii) ia^iJ#-^: 1, MH^J#-^ : 3 £7cJ2@E?iJ#-5§- 
: 8t^§tl§75 y^ga^ij^l^— ^ C< f2HfClft^p]— 07 5; /^gB^iJ&r-a 

ffifllJfiLffi. SWDfl&ffcx 

-MiofiS • telfcfrifeo 

5 2. njt?L#& i $Jte:?etCTx (i) SH^iJ#-^ : lx SE^lJ#-^ : 3 ^ (2iE^!]## 

: 8 xm £ m r ^ / ^sa^fj t na— ^ c < teUKift t£i?a — (or ^ / msa^j 

ii) m?m-%- •. 1 x SB^IJ#-^ : 3^7c{2@a?iJ#-^- : 8 X^&tl&T 5; y^ga^'J 
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t m— h u < nmm&tem-fDT x j m&m 5 ^-7 

K^r=i'— Ki~£^y KSr^a^'t" 3 

/tf y ^ h\ "£fcte (iii) Ifl^iJ#-^- : h SB^J#-^* : 3 ^fcfiiE^J#-^* 

: 8t'S$ti57 5 7 @?1H^IJ i: IhI— t> b< ^ 7 ^SE^J^'a 

5 3. RffLI&^Kl^j'UTx (i) @E?iJ#-*§- : 1> SE^J#-^* : 3 ^fc^iE^iJ#^ 

: 8Xm&tbZ>7^ /^MB^J^IrI— *>b< 

^ri-sGsew^ftsu^-feT"^— see, ( 

10 ii) SE^J#-^-: 1> SHRI##: 3 : 8 ^ 7 fifeBE^J 

t>u< tenjdfts-pg— ©7^ 

K&=* — K-f-5*°y 7? K£ra^t~5 

/J? y P? y Kx (iii) ia^J#-^* : 1, SE^U#^* : 3 ^/c^SE^iJ## 

: 8 X*m £tiZ>my mm?'\ t m— b b < H:^(^-07 ^ y miE^iJ Sr-g- 

(ac th) 

Jlfeo 

54. PifLS«J#H-^UT, (i) iE^iJ#-^: 1> IS^J#-^ : 3 ^fctelE^J## 

: 8-C^StbST 5 yifeiB^JtPI— 1> b< ttmCWfcPJ— <£>T 5 /BfcSB^JSr'S’ 
20 ft§GSfifMS^7i?-ief, ( 

ii) SE^iJ#-^- : 1. iE^iJ#-^- : 3 '^fcfiiE^J## : 8 ^ 7 ^SE^'J 

t iu— b< <or % Gseic^Mwry 0 

^HE6W£;fcf«<08&#-'<^‘ K£r= t “ Ki"5JKy KSrMTi"5 

Tjf y i£7c{i (iii) KW#* : lx @E3W§- : 3 ^7c«@E^J#-^ 

^ t§Gfe f^^y^-ief^fc(j:^(DS^t57^y b(D^ 
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5 5. ( i ) : 1. : 3 

: 8t*f$n^T5: ymmwt p — b b< ©t 

5 (ii) iE^J#-^- : lx SE^iJ#-^ : 3 ^fcf'iSa^J#'^' : 8"7ri^£;}x£ 

T ^ t b< feMWWJlzffl—<D7 5: 

SSI KSra - Ki-^/J^y 
K£r^T?" ; 5>tfy ^ §P<lr'a^rbT 

^i^>^y Kx (iii) IS?iJ#-§* : 1. SB^iJ#-^* : 3 £fc{3JiB^!l 

* hot M^t5 r t§)IG»f K • fem2ife 0 

5 6. i#?L#jW£>etbT. (i) SB^iJ#-^- : lx Sa^J#^* : 3 •^fcteSB^J#-^- 

: 8x*m&tiz>T s. ;mg&ntw\— *>u< teHifiw-iRi— 1 x>r ^ yrnm^i^ 

-TZtfifc. (ii) SE^IJ #■§■: 1. iH^iJ#^- : 3^fci«^iJ#-8-: 8X*m£frZ> 
y^iH^iJi:!^— 1> b< fiUKW^PI— ©T? 

K£r^Ti“5^ y K£^1#lft&^Xia?iI^fcte^©-— SPIr'aft'C 

20 Jfe?>5t?y h\ ^fc(i (iii) SH^IJ#-^* : lx Sa^U#-^- : 3 ^fcteia^iJ 

#-*§- -. s-e^^ttsr^yfiftE^ii:^— or^ygftsa^j 

5GIS Hr T” * — S 6 ft£ fc fi*: ©*fcfc:*|"f 57^^ 

;* b (D^$)1k : $:1& J; 3-’t Z> - £ SrW® £ i"5 ^ b i-'^Wlfcfrifeo 
5 7. ntfL#b^(C>ftbTx (i) SB^J#-^- : lx Bl^U : 3 ^/cteia^iJ#-^- 

tsttftx (ii) sa^j#-^-: lx m?m-%r: 3 £7ctega?iJ## : 8X&£tlZ> 
/WB&lkWl—b u< ' ©t 5: /sgga^J^ra^i^SGsas: 

KSr=>— K^S^y 
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KSrS’ifri-Stf y SPSr'g’^TU'C 

(iii) Wffl - :#-§-: 1, : 3£fcteIE?iJ 

#-§- : 8 X*m £ *t 5T5/ S6MEFIJ i: P— % b < tt«ajK:P!-0>7 5: y MIE^iJ 

5 * (ACTH) 

5 8 . HftfLtlJ ( i ) IB^IJ##- : 1 > S2^iJ#-^- : 3 ^ fcfilS^iJ#-^- 
: 8-e3e$ttsr 5 *>b< rimtwici %—<dt ^ ygfcia^JSr^ 

^rrsG 

10 (ii) SH^IJ#-^- : 1, SH?IJ#-^: 3 : 8 X^ZtlZ 

7 5; miaM t m — b b < ri^fT&tfcPJ— 0>r 5 / sfeffijaisr&^i-s gi &9t 

— K-rSaKy 

K ; lr'a^'-t“ i 5^y K g&Sr'a^UT 

t^^tK y %t7 Isyfr*?- %tc.VZ. (iii) SE^IJ#-^- : 1, @fi^J #-*§-: 3^fc&3:IB^!l 

15 ##: <D7^;mW'\ 

f/i/3>f 

20 itttJPF^ If®!*, 5fc1B#fiSfc. 

itm, mswuiffiEs msk^n^ s 

eikjs. jetty bjw*# 

mm&, ACTH^m s 

&.&&' mutm#. ie& i^jrwi^^ y 

25 ^ GD^I#) * 

5 9. ifcJiiJfiU®, SbJUiS«S5-fk • f&BS&ISr 

34at't‘5fc8i)W (i) IB^iJ#-^- : 1, 1B?'J#-^ : 3 ^fcte@a?lJ#-S§- : 8T*g$ 

tt-5T 3; y s&ia?'J£ in— & b< <vt ^ ys£@E?iJ£rc5 ;: £'"t' ; 5Gii 

16f> (ii) SE^J# 
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■§• ; l x : 3 #-5§- : 8 =• 1^— ^ b 

K5r = — K-t"S# !) 55 ^ ^ ^ ^ 

^b\ (iii) SE?ij##: Is @H^'J#-^ : 3 : 8t*t$ 

5 5 : /^ga?ij£i^— 1 > b< w30cajteH— /^la^J&^r-rsG^ 

60. ( i ) ia^ij#^- : 1 s @a?>J#-5§- : 3 ^ 

ytia?ijmt5Gie«^iwty^-i6f, 

10 (ii) ia^lj#-^ : Is ia»# : 3 £/£«&?«## : 8“T?^$tbS 

7 5; /^ia^iJ^IH— ^b< — <D7 5 /^ga^'J^r'a^'t'^G^fi® 

KSra— H1“Stf !J 

K£r^Prf~3tf?y 3*^ Ks ^fcfi (iii) @H?iJ#-^ : Is SE?iJ#-§* : 3^ 

fcfiiH^iJ#-^- : 8 7?^$tt5T^ /^SH^iJ^ltl— tt< <^>T 5 

15 /W&Wtt*1rZGm&m#^i'*zf*-mbK\z*t1rZT=t-x Halt 

fflo 

6 1. giJW&SCMfctfvl^e^ (AC TH) ^IKWiWaiSr#i3ti“Sfcft© (i) 
@fl?ij#-!§- : 1 s : 3 £ ft ^sa^j#-^- : 8 miE^iJ £ H3 

— ^b< — C>T ^ ^ S^SB^lJ&lir^'f - 6 ^ 

20 IS®, K^fcf^O^s (ii) SBM#-^- : Is SE^U## : 3 

•£ /cfiiB^lJ#-^- : 8 7?^£tb5T^ /^ga^lj^p— b> b< C>T 

^ y mm 5 g $ & ®*^m b-fe ^ *■ -m e nt. it &«< 

KSra—Ki-S^y 5?^ V'^-^KSr'& 3 fi‘i"SaKy ^^Ks (iii) 

iH^J#-^ : 1 s ia^li#^- : 3 $ fc«iH^J#-§- : 8tS$WT^ ^SH^iJ 1 1*3 

— ’b u < ^ if i$ izm—(DT 5 / mmm ^w-r §Gie st ^ ^ — 

ie®}c^t57^^ ho^ffio 

6 2. ACTHl4Ils JS^feGEs 

n^btfatsk «Fm#5s *##Pt$s e^i^s *v 
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: 1 x : 3 3- : 8 ^SE^J 1 1^— 

tUH: mn&) m - — <d t i y mmm i - 5 g ® 

gf, (ii) : 1> SS^iJ#-^- : 3 3; 

fcteSB^lJ## : 8 ^ b\^< W^feSCWKlEl— ©T 5 

5 yHBB^ISr'& 3 firt"5G«&St*«:SI^'fe^-“Se*^fcr±‘tO«R^^K 

W-^h\ Sfcf* Ciii> SB 
^IJ#^- : 1 s IB^J#-^ : 3 ^fc^ia^ij#-^- : 8 X^fb^T % J S£SB?!I 1 1^— 
t>u< tem^:mz.m-<DT ^ 

6f b(Dmm 0 

10 6 3. * ?&IK»JSr»Bti“S*:«>0 ( i ) SB?'J#-^ : 1 . SB^J#-^ 

: 3 ^fdfiga^iJ#-^- : 8 5; / S£IB?!l£ IrI— & b< 

or'; 

(ii) m^m^r: 1. IB?lJ#^§- : 3^fc«@B^J 
$-€• -. 8 7?^ $ ft 5 T 5 7 mSB^iJ tt*ITOfclHI--©T 5 / miB^iJ 

15 £r^-f- 5 G a fi 5C*^M Wir ^ ^ — H 6 IC3: fc 13^ <Z>U&'<'77‘ K & =* — K 

i~3tf?y K£raW't" ; 53*y ^ 

W K 3;fcf3: (iii) ga?iJ#-5§* : 1> SB^J 

#-^- : 3 ^^i^iB^iJ#-^- : 8 "C?^£;|'i/<5T 5: 7 S^IB^ll k [H — b< 
p — cot ^ j mmm mt^Gie m&'&m v-fe^^-sesi^tsry 
20 ^ =*';=.;* b60^ffi o 

6 4. ^ h IsXWttffl&WttZItlbfD ( i ) IB^J#-^- : 1 . IB^iJ## : 3 3* 
fcfiSB^iJ#-^- : 8 “C^$tl/5>T5: / illia^J £ I*]— & U < -07 5 

y is.it 

(ii) ia^j#-i*: 1 , m?m-%: 3 3:fcf3:ia?ij#-^: 

25 8 xm ^ii§7?y ms&i 1 1^— 1> u < ttMtwmpi-- nr % y wtun «r£^ 

^&K3;fcf3^co^;9-^:7 0 ^ : ‘ — Ki“5>K 

$|5 ; tr'^'^'U'C^^3<y ^fcfi (iii) IB^lJ#-^- : 1. @3^0#-^*: 

3 ^fcteSB^iJ#-^- : 8 -e^^tbST 5: /SfeBB^lIfc Ir|— U< 
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6 5. (ACT H) (i) 

@a?iJ#-5§- : 1 x : 3 3; fc telB?iJ#-5§- : 8 T^£*l/3 7$/ SMB^J £ 1^ 

5 — ^ b < — £>T ^ /*Ba^lSr^^rr & Gll6ft^S:M bir:/^-— 

(ii) SE^'J## : 1> 

@E?lJ#-§- : 3 £ : 8 XM cFfrl/ST 5: / ^SE^lJ £ IH— b < 

<DT^ 

K"t"5^y 'Z'V X'Hr'f' KSr'^’^’t'SsK !) K 

10 ajsr^b-cj&s^y ** b^K. ( 

iii) sa^j#^-: 1 s SB?!l##: 3^fc«SB3W§-: 8 XmiStbZT 5 / SfeSB^J 

il^-^b< !^®Wli:P-©7^®E?']mt5GSe®MIbt7 

^'-iSS(-^t57y^=f^ botl. 

6 6. isttMUfiy -r-^ t"— rb*>x y 

15 Sfcgtgi. W#ii&x *M?3fciffiJ&x -yv^-f K-yy, 

m&M-i&s -istfcff^x fff 

?M^x iMfii&x 5f5ffitf*fi3fcx #36i4flMto0Sx SB^SW&^J^ IffittW, 
^jfiLtt^jfiix miimfrpm, &&*&&»&* &jkm. &tf*y >'*&* 

20 3ffix ACTHli^Six #^^x Si^x J^Jlfifcx ^7b 

;V%r — ^fc.it7y*7 -< 7 ^r b — bn s' y • ?p^^ | J ; Sr^5s*f“ '£>tz.i£><D ( i 

) iE^iJ#^-: lx ia^iJ#-^-: 3 £7cteSH?iJ#-*§- : 8 7?^£*i5T 5 7 S£gB?l!t 

— ^e®x (ii) SB^iJ#-§- : 1 x 

gg^ij^r-^- : 3 •£ : 8 7?^ £ tL-5 T S; y S^gE^iJ t IH— b b < feMW 

l^{c|I]— <DT$ y @£IHy0£^^^§G^e®i£ : &Mbir:/y— 

KSra—K'TSsKy^^ b^ KSrM'i-S D * ? b^ K £ 

bt^^/H!) b^-y 1 - hb ( 

iii) SH^J#-^- : 1 x SS^iJ#-^ : 3 ^fcfiSB^'J#-^* : 8 X^^fl^T ^ y^SB^'J 
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t IpJ— & b< <£>T 5 SGlSSMlS^tT" 

6 7 . iB^'J#-^ : 1 ^ SB^U#-^- : 3 ^fcteiB^J#-^- : 8 >Z>7 ^ 

MB^Ui: 1*1— & U< ^ SGISR^Si/ 

mmw, rb—*s*, 7 *sy—*s*. mmmmm, m^mm 

mm, mm^m, wimmt, m^m, fowsrn. vmmmm, mmm, ts# 

mm, K6, feis^M\ t&faMm, > 

KS^ D MtfnMm, Hff a^ 

io iKw&fiJM* mm f, tm&mmmm. m*m, m*mm. 

b< • ?&fK^ (ii) ^ ^ (iii) 

(ACT H) &$M$3£« (iv) ACTHlMis ^ 

sr^^B. «&£* m&mmBzmmm^, rmt^mm, m^m, 

6rtPfc s jgtrtBU Msk&, ? -yi/is ?&&&&%> \*< f^S'JW^: 

is **» (v) 

—■ 7 ^ #SH4fi#K y 3&&0. W0§m, BMSgrtfclfe 

f/va^ K-'^, 5 o^M 

&«uiT3fc, mmiff &, ‘mmm, ms^ 

m, mmffiMJjm, w&MU'pm, ^&&m, #£. 

20 *jsm4*jiu &ihm, mm^m, iwm 

mm, ¥JWi«mK:j:sjBH4iis«^tti^ acth mkiKmm, mmm, mm, 
&m&, mvtmm, nm, iiJ7wv^t>i<tt7t7^7^-'>3'^ 

2rife o 

25 6 8. SB^lJ#-^ : 1 , iB^lJ#-^- : 3 ^ fc filB^J#-^ : 8 T^fc>£*b6T ^ / H 

IB^iJ PI— b b < 

Cl i: (i) 

jfaiE> WiW&fc, • KsWM, (ii) * M^^WWU 

(iii) (ACTH) (iv) AC 
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thi» rmmmm, 

b b< mmfcigiommo^vs • ^<omc 

*j t5T^ 

5 6 9. iE^iJ#-^-: 1> SE^IJ#-^ : 3 : 8 -e^fc>&frb6T 5: J SI 

• imm, ao *bisxmmm. cm) BJWAfiJW#*^^ (acth) 

3: fete (iv) 1JM4W«y?^?\ y 

io y imm, 

jmn^ i*, nmm$& 

t)&. ML'ftftiu $&£M, IS&^JM4SMiu 

6ifo.#3> jgtfc y >^)BL BJW&4HMBJB* 

i5 ^jaLmj:s®ttBS3*^w^ ACTHwat, mmm, mm, &mi%, m 
m&m, i m, Ii7 wv^-fc i< «rt7^ • f& 

a?*#® i ©itttefcff" sr^^btfcSwtS: 

flKB-TS^ifeo 

6 7~6 9 

7 1. ( 1 ) ( i ) SE^IJ#-^- : 1 x @H?U## : 3 4 fe teia?iJ#-5§- : 8 7?^:b£ 

/stia^ij^i^— & b< te^W#j{£l*i — <£>t 5; 

^feteT^^— ^ K 

fi (joJlTJS) (ii) ia^iJ#-§- : Is SB^lJ #■§“ : 3 ^fcteSE^IJ#-^ : 8 
^575 / @£gE?iJ £ 1^— & b < tell®#) telll— GOT ? /^gB^iJ£'c 5 : #'t*£GM 

e nr y" ^ —m e ff ^ r±-t k (D^m* * ^t: $ ^ ^ 

i (2) (i) M<#is lltlttEI^W> ^-h— v / y>^ Ti/K 

-i/* N mmmwm, mmmmmm, nm^, mamut,. 
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I^Iii$£P£x 4&jfQjf3iEx 'i '^'7' V 'ST JJiJi^^tx 

f£ % iS'j'f ]) ✓'jfn.SEx ffijftLlfjEx 1^FFA3 e x ilb^tifliJftiSEx Jilt&JITx 

Stlffv U< fitfSHSS^S 

5 • &$£& (ii) ^ M^Sftfi^x (iii) (AC 

TH) (iv) ACTH141I, 9 V '» it^-14 

g'JW&SC^IIS^x $HW4tt0x SrSypfx »#»#x fiftPtx 
3^1, ^rfnFF, ? - femm, ^ 

ytti (v) ISttPtPU Mtt^!)77l"-7^, #3§44l£2&x y 

10 ?-m, fa&3zm&. k—>*x t* 

fltSflfekJli&x It'liffF 

^ ff^^ s Mitifc, mmmm^m, mm^m. 

mfa mwn, s&^jMtftjfiLx &skm, M^y 

g'lWt^s^^x 

15 ACTH^I^S^> S^x 

MM7 wv^-% b < tt7'i"7 -f 7^v / -v' a y ^ • i&WMt Srfc&^'o- 

-I0f, 

20 7 3. if3fc^7 — Ki“S>H'y ^ 

^ K3r^rf‘5 # y 5? ^ Ko 

7 4. gE^iJ#^- : 9-C^$tl/6^;SiH^!l^b^§DNAo 

7 5. is^^7 3iE^^y 

7 6 . fflfiftJ® 7 5 lefcO^Ul £ -SrfcflWlEtfcfro 
7 7. ff^^7 6fl2icO^®^^# : 'lr^#b> W**7 2fSf©GSSI^ 

M b-fe 7°^ —g e «£ fc f£*r IMii: Sr W* £ i" S Wfefcg 7 2 

|B«cO GH& u-fe -7°^ — & 6 ft £ fc tt-t Oi&C>M3£?£o 
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SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel Screening Method 
<130> 3136W00P 
<150> JP 2003-010001 
<151> 2003-01-17 
<150> JP 2003-104540 
<151> 2003-04-08 
<150> JP 2003-194497 
<151> 2003-07-09 
<150> JP 2003-329080 
<151> 2003-09-19 
<160> 22 
< 210 > 1 
<211> 361 
<212> PRT 
<213> Human 
<400> 1 

Met Ser Pro Glu Cys Ala Arg Ala Ala Gly Asp Ala Pro Leu Arg Ser 
5 10 15 

Leu Glu Gin Ala Asn Arg Thr Arg Phe Pro Phe Phe Ser Asp Val Lys 
20 25 30 

Gly Asp His Arg Leu Val Leu Ala Ala Val Glu Thr Thr Val Leu Val 
35 40 45 

Leu He Phe Ala Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 
50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Cys Leu Val Leu Asn 

65 



70 



75 



80 
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Leu Phe Cys Ala Asp Leu Leu Phe He Ser Ala lie Pro Leu Val Leu 
85 90 95 

Ala Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Ala Cys His 
100 105 110 

Leu Leu Phe Tyr Val Met Thr Leu Ser Gly Ser Val Thr lie Leu Thr 
115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys lie Val His Leu Gin 
130 135 140 

Arg Gly Val Arg Gly Pro Gly Arg Arg Ala Arg Ala Val Leu Leu Ala 
145 150 155 160 

Leu lie Trp Gly Tyr Ser Ala Val Ala Ala Leu Pro Leu Cys Val Phe 
165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Ala Asp Gin Glu lie Ser 
180 185 190 

lie Cys Thr Leu lie Trp Pro Thr lie Pro Gly Glu lie Ser Trp Asp 
195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val lie Val 
210 215 220 

lie Ser Tyr Ser Lys lie Leu Gin lie Thr Lys Ala Ser Arg Lys Arg 

225 230 235 240 

Leu Thr Val Ser Leu Ala Tyr Ser Glu Ser His Gin lie Arg Val Ser 

245 250 255 

Gin Gin Asp Phe Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 
260 265 270 

Phe Phe lie Met Trp Ser Pro lie lie lie Thr lie Leu Leu lie Leu 
275 280 285 

lie Gin Asn Phe Lys Gin Asp Leu Val lie Trp Pro Ser Leu Phe Phe 



290 



295 



300 




WO 2004/065960 



PCT/JP2004/000248 



3/13 



Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 

305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys lie Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala lie Leu Thr Asp Thr Ser Val Lys 
340 345 350 

Arg Asn Asp Leu Ser He lie Ser Gly 
355 360 

< 210 > 2 
<211> 1083 
<212> DNA 
<213> Human 
<400> 2 

atgtcccctg aatgcgcgcg ggcagcgggc gacgcgccct tgcgcagcct ggagcaagcc 60 
aaccgcaccc gctttccctt cttctccgac gtcaagggcg accaccggct ggtgctggcc 120 
gcggtggaga caaccgtgct ggtgctcatc tttgcagtgt cgctgctggg caacgtgtgc 180 
gccctggtgc tggtggcgcg ccgacgacgc cgcggcgcga ctgcctgcct ggtactcaac 240 
ctcttctgcg cggacctgct cttcatcagc gctatccctc tggtgctggc cgtgcgctgg 300 
actgaggcct ggctgctggg ccccgttgcc tgccacctgc tcttctacgt gatgaccctg 360 
agcggcagcg tcaccatcct cacgctggcc gcggtcagcc tggagcgcat ggtgtgcatc 420 
gtgcacctgc agcgcggcgt gcggggtcct gggcggcggg cgcgggcagt gctgctggcg 480 
ctcatctggg gctattcggc ggtcgccgct ctgcctctct gcgtcttctt ccgagtcgtc 540 
ccgcaacggc tccccggcgc cgaccaggaa atttcgattt gcacactgat ttggcccacc 600 
attcctggag agatctcgtg ggatgtctct tttgttactt tgaacttctt ggtgccagga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca caaaggcatc aaggaagagg 720 
ctcacggtaa gcctggccta ctcggagagc caccagatcc gcgtgtccca gcaggacttc 780 
cggctcttcc gcaccctctt cctcctcatg gtctccttct tcatcatgtg gagccccatc 840 
atcatcacca tcctcctcat cctgatccag aacttcaagc aagacctggt catctggccg 



900 
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tccctcttct tctgggtggt ggccttcaca tttgctaatt cagccctaaa ccccatcctc 960 

tacaacatga cactgtgcag gaatgagtgg aagaaaattt tttgctgctt ctggttccca 1020 

gaaaagggag ccattttaac agacacatct gtcaaaagaa atgacttgtc gattatttct 1080 

„„„ 1083 

ggc 

<210> 3 
<211> 361 
<212> PRT 
<213> Mouse 
<400> 3 

Met Ser Pro Glu Cys Ala Gin Thr. Thr Gly Pro Gly Pro Ser His Thr 
5 10 15 

Leu Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 
20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Val Glu Thr Thr Val Leu Gly 
35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 
50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Ser Leu Val Leu Asn 

65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala lie Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 
100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr lie Leu Thr 
115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys lie Val Arg Leu Arg 
130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
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145 150 155 160 

Phe lie Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 
165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu lie Pro 
180 185 190 

lie Cys Thr Leu Asp Trp Pro Asn Arg lie Gly Glu lie Ser Trp Asp 
195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val lie Val 
210 215 220 

lie Ser Tyr Ser Lys lie Leu Gin lie Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin lie Arg Val Ser 
. 245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 
260 265 270 

Phe Phe lie Met Trp Ser Pro lie lie lie Thr lie Leu Leu lie Leu 
275 280 285 

lie Gin Asn Phe Arg Gin Asp Leu Val lie Trp Pro Ser Leu Phe Phe 
290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro lie Leu 
305 310 315 320 . 

Tyr Asn Met Ser Leu Phe Arg Asn Glu Trp Arg Lys lie Phe Cys Cys 
325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala lie Phe Thr Asp Thr Ser Val Arg 
340 345 350 

Arg Asn Asp Leu Ser Val He Ser Ser 
355 360 



< 210 > 4 
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<211> 1083 
<212> DNA 
<213> Mouse 
<400> 4 

atgtcccctg agtgtgcaca gacgacgggc 
aatcgcaccc acttcccttt cttctcggat 
gtcgtggaga ccaccgttct ggggctcatc 
gctctagtgc tggtggcgcg ccgtcggcgc 
ctcttctgcg cggatttgct cttcaccagc 
actgaggcct ggctgttggg gcccgtcgtc 
agcggcagcg tcacgatcct cacactggcc 
gtgcgcctcc ggcgcggctt gagcggcccg 
ttcatatggg gttactcggc gctcgccgcg 
ccgcagcgcc ttcccggcgg ggaccaggaa 
cgcataggag aaatctcatg ggatgtgttt 
ctggtcattg tgatcagtta ctccaaaatt 
cttacgctga gcttggcata ctctgagagc 
cgactcttcc gcacgctctt cctgctcatg 
atcatcacca tcctcctcat cttgatccaa 
tcccttttct tctgggtggt ggccttcacg 
tacaacatgt cgctgttcag gaacgaatgg 
gagaagggag ccatttttac agacacgtct 
age 

<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

< 220 > 



cctggcccct cgcacaccct ggaccaagtc 
gtcaagggcg accaccggtt ggtgttgagc 
tttgtcgtct cactgctggg caacgtgtgt 
cgtggggcga cagccagcct ggtgctcaac 
gccatccctc tagtgctcgt cgtgcgctgg 
tgccacctgc tettetaegt gatgacaatg 
gcggtcagcc tggagcgcat ggtgtgcatc 
gggcggcgga ctcaggcggc actgctggct 
ctgcccctct gcatcttgtt ccgcgtggtc 
attccgattt gcacattgga ttggcccaac 
tttgtgactt tgaacttcct ggtgccggga 
ttacagatca egaaageate geggaagagg 
caccagatcc gagtgtccca acaagactac 
gtttccttct tcatcatgtg gagtcccatc 
aacttccggc aggacctggt catctggcca 
tttgccaact ctgccctaaa ccccatactg 
aggaagattt tttgctgctt cttttttcca 
gtcaggcgaa atgacttgtc tgttatttcc 



60 

120 

180 

240 

300 

360 

420 

480 

540 

600 

660 

720 

780 

840 

900 

960 

1020 

1080 

1083 
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<400> 5 



gctgtggcat gcttttaaac 
< 210 > 6 
< 211 > 20 
<212> DNA' 

<213> Artificial Sequence 



20 



< 220 > 

<400> 6 

cgctgtggat gtctatttgc 20 

<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 7 

agttcatttc cagtaccctc catcagtggc 30 

< 210 > 8 
<211> 361 
<212> PRT 
<213> Rat 
<400> 8 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser Arg Thr 
5 10 15 

Pro Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 
20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Leu Glu Thr Thr Val Leu Gly 
35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 
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50 










55 










60 










Val 


Val 


Arg 


Arg 


Arg 


Arg 


Arg 


Gly 


Ala 


Thr 


Val 


Ser 


Leu 


Val 


Leu 


Asn 


65 










70 










75 










80 


Leu 


Phe 


Cys 


Ala 


Asp 


Leu 


Leu 


Phe 


Thr 


Ser 


Ala 


lie 


Pro 


Leu 


Val 


Leu 










85 










90 










95 




Val 


Val 


Arg 


Trp 


Thr 


Glu 


Ala 


Trp 


Leu 


Leu 


Gly 


Pro 


Val 


Val 


Cys 


His 








100 










105 










110 






Leu 


Leu 


Phe 


Tyr 


Val 


Met 


Thr 


Met 


Ser 


Gly 


Ser 


Val 


Thr 


lie 


Leu 


Thr 






115 










120 










125 








Leu 


Ala 


Ala 


Val 


Ser 


Leu 


Glu 


Arg 


Met 


Val 


Cys 


lie 


Val 


Arg 


Leu 


Arg 




130 










135 










140 










Arg 


Gly 


Leu 


Ser 


Gly 


Pro 


Gly 


Arg 


Arg 


Thr 


Gin 


Ala 


Ala 


Leu 


Leu 


Ala 


145 










150 










155 










160 


Phe 


lie 


Trp 


Gly 


Tyr 


Ser 


Ala 


Leu 


Ala 


Ala 


Leu 


Pro 


Leu 


Cys 


lie 


Leu 










165 










170 










175 




Phe 


Arg 


Val 


Val 


Pro 


Gin 


Arg 


Leu 


Pro 


Gly 


Gly 


Asp 


Gin 


Glu 


lie 


Pro 








180 










185 










190 






He 


Cys 


Thr 


Leu 


Asp 


Trp 


Pro 


Asn 


Arg 


lie 


Gly 


Glu 


lie 


Ser 


Trp 


Asp 






195 










200 










205 








Val 


Phe 


Phe 


Val 


Thr 


Leu 


Asn 


Phe 


Leu 


Val 


Pro 


Gly 


Leu 


Val 


lie 


Val 




210 










215 










220 










lie 


Ser 


Tyr 


Ser 


Lys 


lie 


Leu 


Gin 


lie 


Thr 


Lys 


Ala 


Ser 


Arg 


Lys 


Arg 


225 










230 










235 










240 


Leu 


Thr 


Leu 


Ser 


Leu 


Ala 


Tyr 


Ser 


Glu 


Ser 


His 


Gin 


lie 


Arg 


Val 


Ser 










245 










250 










255 




Gin 


Gin 


Asp 


Tyr 


Arg 


Leu 


Phe 


Arg 


Thr 


Leu 


Phe 


Leu 


Leu 


Met 


Val 


Ser 








260 










265 










270 






Phe 


Phe 


lie 


Met 


Trp 


Ser 


Pro 


lie 


lie 


lie 


Thr 


lie 


Leu 


Leu 


lie 


Leu 
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275 

lie Gin Asn Phe Arg 
290 

Trp Val Val Ala Phe 
305 

Tyr Asn Met Ser Leu 
325 

Phe Phe Phe Pro Glu 
340 

Arg Asn Asp Leu Ser 
355 

<210> 9 
<211> 1083 
<212> DNA 
<213> Rat 
<400> 9 
atgtcccctg agtgtgcgca 
aatcgcaccc acttcccttt 
gtcctggaga ccaccgttct 
gccctggtgc tggtggtgcg 
ctcttctgcg cggatttgct 
actgaagcct ggctgctggg 
agcggcagcg tcacgatcct 
gtgcgcctgc ggcgcggctt 
ttcatatggg gttactcggc 
ccgcagcgcc ttcccggcgg 
cgcataggag aaatctcatg 
ctggtcattg tgatcagcta 



280 

Gin Asp Leu Val lie Trp 
295 

Thr Phe Ala Asn Ser Ala 
310 315 

Phe Arg Ser Glu Trp Arg 
330 

Lys Gly Ala lie Phe Thr 
345 

Val He Ser Thr 
360 



gacgacgggc cctggcccct 
cttctcggat gtcaagggcg 
gggactcatc tttgtggtct 
ccgtcggcgc cgtggggcga 
cttcaccagc gccatccctc 
gcccgtcgtc tgccacctgc 
cacgctggcc gcggtcagcc 
gagcggcccg gggcggcgga 
gctcgccgcg ctgcccctct 
ggaccaggaa attccgattt 
ggatgtgttt tttgtgactt 
ctccaagatt ttacagatca 



285 



Pro 


Ser 


Leu 


Phe 


Phe 


300 










Leu 


Asn 


Pro 


lie 


Leu 










320 


Lys 


lie 


Phe 


Cys 


Cys 








335 




Glu 


Thr 


Ser 


lie 


Arg 



350 



cgcgcacccc ggaccaagtc 
accaccggct ggtgctgagc 
cactgctggg caacgtgtgt 
cagtcagctt ggtgctcaac 
tagtgctcgt ggtgcgctgg 
tcttctacgt gatgaccatg 
tggagcgcat ggtgtgcatc 
cgcaggcggc gctgctggct 
gcatcttgtt ccgcgtggtc 
gcacattgga ttggcccaac 
tgaacttcct ggtaccagga 
cgaaagcctc gcggaagagg 



60 

120 

180 

240 

300 

360 

420 

480 

540 

600 

660 



720 
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cttacgctga gcttggcata ctccgagagc caccagatcc gagtgtccca gcaggactac 
cggctcttcc gaacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 
atcatcacca tcctcctcat cttgatccag aacttccggc aggacctggt tatctggccg 
tcccttttct tctgggtggt ggccttcacg tttgccaact ccgccctaaa ccccattctg 
tacaacatgt cgctgttcag gagcgagtgg aggaagattt tttgctgctt ctttttccca 
gagaagggag ccatttttac agaaacgtct atcaggcgaa atgacttgtc tgttatttcc 
acc 

<210> 10 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 10 



gtggtggcct tcacgtttg 
<210> 11 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 11 

cgctcctgaa cagcgacat 
<210> 12 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 12 

caactccgcc ctaaacccca ttctgt 



19 



19 



780 

840 

900 

960 

1020 

1080 

1083 



26 




WO 2004/065960 



PCT/JP2004/000248 



11713 



<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 13 



gtcgacatgt cccctgagtg tgcgcagacg acg 
<210> 14 
<211> 33 
<212> DNA 



<213> Artificial Sequence 

< 220 > 

<400> 14 



gctagcttag gtggaaataa cagacaagtc att 
<210> 15 
<211> 23 
<212> DNA 



<213> Artificial Sequence 

<220> 

<400> 15 



tccgagtgtc ccaacaagac tac 
<210> 16 
<211> 24 
<212> DNA 



<213> Artificial Sequence 

< 220 > 

<400> 16 



gactccacat gatgaagaag gaaa 



33 



33 



23 



24 
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<210> 17 
< 211 > 22 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 17 

ccgcacgctc ttcctgctca tg 
<210> 18 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 18 

gtggtggcct tcacgtttg 
<210> 19 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 19 

cgctcctgaa cagcgacat 
<210> 20 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

<400> 20 

caactccgcc ctaaacccca ttctgt 



22 



19 



19 



26 
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< 210 > 21 
< 211 > 21 
<212> RNA 

<213> Artificial Sequence 

< 220 > 

<223> n stands for deoxy thymidine 
<400> 21 

ggaccaggaa auuccgauun n 21 

< 210 > 22 
< 211 > 21 
<212> RNA 

<213> Artificial Sequence 

< 220 > 

<223> n stands for deoxy thymidine 
<400> 22 

nnccuggucc uuuaaggcua a 21 
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I \ filed together with the .international application in computer readable form 

□ furnished subsequently to this Authority for the purposes of search 

2. j~x“| In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



3. Additional comments: 
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INTERNATIONAL SEARCH REPORT International application No. 

PCT/JP2004/000248 

Box No. n Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
I x I Claims Nos.: 51 to 58 

because they relate to subject matter not required to be searched by this Authority, namely: 

They involve methods for treatment of the human body by therapy. 



2- [x] Claims Nos.: 5-13, 37-44, 59-66, 71 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 

These claims relate to so-called compounds specified by screening methods 
or compounds specified exclusively by functions and it is completely unclear 
what specific compounds are involved and what are not. Thus, these claims 
are described in an extremely unclear manner. 

3- □ Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box No. m Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

As the applicant approves in the description (p.2) , the sequences of human 
and mouse 17423 receptors are publicly known and thus the 14723 receptors 
cannot be considered as "a special technical feature", i.e., "a technical 
feature that defines a contribution which each of the claimed inventions, 
considered as a whole, makes over the prior art". 

Accordingly, it is reasonable to recognize that the invention relating to 
use of the human or mouse 14723 receptor and the invention relating to the 
rat 14723 receptor represented by SEQ ID NO: 8 are different inventions. 

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. S As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

3.n As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant’s protest. 

□ No protest accompanied the payment of additional search fees. 
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INTERNATIONAL SEARCH REPORT International application No. 

PCT/JP2004/0 00248 



continuation of A. CLASSIFICATION OF SUBJECT MATTER 
(International Patent Classification (IPC) ) 

Int.Cl 7 A61P9/10, A61P9/12, A61P13/12, A61P25/00, A61P35/00, 
C07K14/705, C07K16/28, C12Q1/02, C12Q1/68 

(According to International Patent Classification (IPC) or to both national 
classification and IPC) 



Continuation of B. FIELDS SEARCHED 

Minimum rinmmoni-atiQn searched (International Patent Cl assification (IPC) ) 

Int.Cl 7 A61P9/10, A61P9/12, A61P13/12, A61P25/00, A61P35/00, 
C07K14/705, C07K16/28, C12Q1/02, C12Q1/68 

Minimum documentation searched (classification system followed by 
classification symbols) 
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